PrPD

Dodatek 2 ke
Smlouvé o zabezpeceni klinického hodnoceni

Amendment 2 to
Clinical Trial Agreement

Tento Dodatek 2 ke smlouvé o klinickém hodnoceni
(,,Dodatek 2°), uzaviené ke dni posledniho podpisu
s nabytim ucinnosti uverejnénim v Registru smluv
v souladu se zdkonem ¢. 340/2015 Sb.,, o registru
smluv v platném znéni, ( ,,datum acinnosti“) mezi

This Amendment 2 to Clinical Trial Agreement
(“Amendment 2”) effective on the last date of signature
hereof, with entry into force by publication in the
Agreement Register in accordance with Act No
340/2015 Coll., pursuant Act No. 340/2015 Coll., on
the agreements register (“Effective Date”), by and
between

Acceleron Pharma Inc

se sidlem na adrese 128 Sidney Street, Cambridge,
MA 02139, USA

(déle jen ,,Zadavatel®)

zastoupenou: PPD Investigator Services LLC, 929
North Front St, Wilmington, NC 28401, USA pro
ucely podpisu této smlouvy jménem sponzora

a jeji poboc¢kou PPD Czech Republic, s.t.0.
Budg¢jovicka alej

Acceleron Pharma Inc¢

with registered office at
Cambridge, MA 02139, USA
(“Sponsor™)

128 Sidney Street,

represented by: PPD Investigator Services LLC, 929
North Front St, Wilmington, NC 28401, USA for the
purposes of signing this Agreement on behalf of
Sponsor

and its affiliated

Antala Staska 2027/79 PPD Czech Republic, s.r.o.

140 00 Praha 4 Budéjovicka alej

Czech Republic Antala Staska 2027/79

Company ID number: 63671077 140 00 Praha 4
Czech Republic

(dale jen “CRO”) Company ID number: 63671077
(hereinafter referred to as the “CRO”)

a and

Institutem klinické a experimentilni mediciny,
statni ptispévkovou organizaci, ziizovaci listina ¢ J.
17268-11/2012 ze dne 29. kvétna 2012, se sidlem na
adrese Videriska 1958/9, 140 21 Praha 4, Ceska
republika, zastoupenou Ing. Helenou Rognerovou,
teditelkou

1CO: 00023001

DIC: CZ00023001

(déle jen ,,Centrum®)

Institute for Clinical and Experimental Medicine,
State funded organisation, Incorporation deed no.
17268-11/2012 dated 29th May 2012, with registered
address at Videriska 1958/9, 140 21 Praha 4, Czech
Republic, represented by Ing. Helena Rognerova,
director.

Company ID no.: 00023001

Tax ID no.: CZ00023001

(hereinafter referred to as the “Center”)

“smluvni strany”

a and

XXX XXX

(déle jen ,,Hlavni zkouSejici™) (hereinafter referred to as the “Principal
Investigator™)

dale jednotlivé jako ,,smluvni strana“ a spole¢né jako | Sponsor, Institution and Principal Investigator

hereinafter individually referred to as “Party” and
collectively as “Parties”.
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Tento Dodatek 2 je dodatkem ke Smlouvé o klinickém
hodnoceni mezi Zadavatelem, Poskytovatelem a
Hlavnim zkouSejicim uzaviené 22. bfezna 2022 s
nazvem: ,Randomizované, dvojité zaslepené,
placebem kontrolované klinické hodnoceni faze 3
hodnotici sotatercept p¥i pridani k zakladni 1é¢bé
plieni arterialni hypertenze (PAH) u nové
diagnostikovanych stfedné a vysoce rizikovych
pacienti s PAH“ (,Studie”) s ¢islem protokolu
A011-13 (HYPERION) (,,Protokol*) (,,Smlouva“) ve
znéni dodatku 1 uzavienym dne 2872023, a je
realizovan pod vedenim
(,,hlavni zkousejici®).

This Amendment 2 shall be an amendment to that
certain Clinical Trial Agreement between Sponsor,
Institution and Principal Investigator dated 22 March
2022 for the clinical trial entitled: “ A Phase 3,
Randomized, Double-blind, Placebo-controlled
Study to Evaluate Sotatercept When Added to
Background Pulmonary Arterial Hypertension
(PAH) Therapy in Newly Diagnosed Intermediate-
and High-risk PAH Patients” (“Study”) relating to
protocol number A011-13 (HYPERION) (*Protocol”)
as amended by Amendment 1 on 28 July 2023

“Agreement”) being conducted under the direction
(“Principal

Investigator™).

SMLUVNI STRANY PROHLASUJI, ZE

WITNESSETH

VZHLEDEM K TOMU, Ze Zadavatel, Poskytovatel a
Hlavni zkouSejici uzavieli smlouvu, podle které
poskytovatel a zkouSejici souhlasi s poskytnutim
ur¢ité¢ sluzby spojené s klinickym hodnocenim
v souladu s protokolem; a

VZHLEDEM K TOMU, Ze Dodatek k Protokolu ¢&.
5.0 ze dne 3.7.2023 méni Protokol, Strany si pieji
upravit podminky Dohody, jak je zde uvedeno.

VZHLEDEM K TOMU, ze si strany po vzajemné
dohodé preji zménit ustanoveni rozpoctu Studie
stanovené ve Smlouvé, a tak upravit podminky
Smlouvy, jak je zde uvedeno:

NYNi, PROTO, za uplatu obsaZenou v tomto
dokumentu a v umyslu byt pravné vazany, se Strany
dohodly takto:

1 Pfiloha 1 se timto v celém rozsahu rusi a nahrazuje
novou platebni ptilohou pfipojenou k tomuto dodatku
1 jako Priloha 1 za¢lenéna zde formou odkazu, ktery
zahrnuje nasledujici:

-Zm¢éna postupt pri navstéve 14: stejné jako navstévy
HHC

-Upraveno pojmenovani navstév az do konce obdobi
DBPC

-Do fakturovatelnych polozek piidano ,hodnoceni
klinického zhorSeni™ a ,pravostranna katetrizace
srdce*

WHEREAS, Sponsor, Institution and
Principal Investigator have entered into the Agreement
pursuant to which Institution and Principal
Investigator agree to perform certain clinical trial
research in accordance with the Protocol; and

WHEREAS, the Protocol Amendment no 5.0 dated 3
July 2023 changes the schedule of events of the
Protocol, the Parties desire to amend the terms of the
Agreement as set forth herein.

WHEREAS, upon mutual agreement, the
Parties desire to change provisions of the Study budget
stipulated in the Agreement, and thus amend the terms
of the Agreement as set forth herein.

NOW, THEREFORE, for the valuable consideration
contained herein, and intending to be legally bound,
the Parties agree as follows:

1 Appendix 1 Financial Terms 1s hereby deleted in its
entirety and replaced by the new Appendix 1 attached
hereto as Schedule 1 to this Amendment 2 attached
hereto and incorporated by reference herein to include
the following:

- Change in visit 14 procedures: same as HHC visits

- Modified naming of visits until the end of the DBPC
period

- Added "Clinical Worsening Assessment” and "Right
Heart Catherization" to Invoiceable itemse

2 2. Revidované naklady spojené s verzi protokolu
5.0 vstoupi v platnost po schvaleni etickou komisi ze
dne 13. zafi 2023 ("datum uc¢innosti rozpoctu").
Revidované ndklady se vztahuji pouze na skutecné

2 2. Revised costs associated with Protocol Version
5.0 shall be effective upon Ethics Committee
approval, 13 September 2023 (“Budget Effective
Date”). Revised costs are only applicable to actual
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testy/procedury provedené po datu ti¢innosti rozpo¢tu.
Strany se dale dohodly, ze vSechny sluzby
poskytované na zakladé¢ smlouvy pied datem
ucinnosti a v8echny platby souvisejici s nav§tévami a
postupy provadénymi podle verze protokolu 4.0 v den
nebo pfed datem uéinnosti rozpoctu se fidi diivéjSim
Ptilohy 1.

tests/procedures performed after the Budget Effective
Date. The Parties further agree that all services
performed under the Agreement before the Budget
Effective Date and all payments relating to visits and
procedures performed under Protocol version 4.0 on
or before the Budget Effective Date shall follow the
former Appendix 1.

3 Dodatek 2 se podpisem smluvnich stran stane
soucasti smlouvy a veskeré odkazy na smlouvu budou
znamenat odkaz na smlouvu.

3 Upon execution, this Amendment 2 shall be made a
part of the Agreement and shall be incorporated by
reference therein.

4 Vsechna ostatni ustanoveni a podminky smlouvy
zustavaji v plné platnosti a G¢innosti. V pfipadé
jakéhokoli rozporu mezi ustanovenimi smlouvy,
dodatku 1 a dodatku 2 budou rozhodujici a ridici
ustanoveni tohoto dodatku 2.

4 All other terms and conditions of the Agreement
shall remain in full force and effect. In the event of
any conflict between the terms of the Agreement and
prior Amendment 1 and this Amendment 2, the terms
of this Amendment 2 shall govern and control.

5 Veskera pouzitd terminologie, ktera neni blize
definovana v tomto dodatku 1 bude mit stejny vyznam
jako je uvedeno ve smlouvé.

5 All capitalized terms used, but not otherwise defined
herein, shall have the meanings ascribed to them in the
Agreement.

Toto misto bylo zamérné ponechdno prdazdné;
PFiloha 1 a podpisova strana jsou uvedeny na
ndsledujict strané.

Remainder of this page is intentionally left blank,
Schedule 1 and signature page to follow.
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NA DUKAZ CEHOZ niZe podepsani uzavieli tento | IN WITNESS WHEREOF, the undersigned have
Dodatek 2 k datu ué¢innosti. executed this Amendment 2 as of the Effective
Date.

PPD Investigator Services LLC in the name of Sponsor/jménem Zadavatele

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date: 21.03.2024

Poskytovatel/Institution:

Podpis/Signature:

Jméno/Name: Ing. Helena Rognerova

Pozice/Title: Reditelka / Director

Datum/Date: 04.04.2024

Zkousejici/Principal Investigator:

Podpis/Signature:

Datum/Date: 26.03.2024
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Schedule 1 to the Amendment 2/Pfiloha 1 k Dodatku 2

Priloha €. 1
Finanéni podminky

Appendix 1
Payment Schedule

(Centrum dale jako ,,PFijemce plateb)

(Center further as “Payee™)

Platebni podminky dopliiujici ¢lanek 4 Smlouvy
— Odmeéna

Payment terms suplementing Article 4 of the
Agreement — Remuneration

Faktury: Vsechny faktury tykajici se Studie
musi byt pfedloZeny k proplaceni Zadavateli,
nebo jim ur¢enému zastupcl.

Invoices: All invoices pertaining to the Study
must be submitted for reimbursement to Sponsor
or its authorized representative.

Fakturacni adresa/Invoicing address:
Acceleron Pharma Inc

128 Sidney Street, Cambridge, MA 02139, USA

Tax ID)

Zasilatelskd adresa/Shipping address:
V kopiti:

Investigator, name of PPD monitor (if known)

Danové identifika¢ni ¢islo/Tax Code ID No.: 27-0072226 (federalni dafiové ¢islo USA/US Federal

s oznacenim: ¢islo Protokolu, jméno Hlavniho zkousejiciho,

jméno PPD monitora (pokud je znamé¢)
Copy: with following details: Protocol number, name of the Principal
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Nabor: Centrum a Hlavni zkou3ejici berou na
védomi, Ze se jednd o Studii vypracovanou pro
vyhodnoceni daného pocétu subjektd hodnoceni.
Ocekava se, Ze Hlavni zkouSejici vynaloZi
veSkeré usili k naboru, jak je uvedeno ve
Smlouvé. Jakmile bude dokonéen néabor cilového
po¢tu subjektlii hodnoceni pro celou Studii,
budou o tom Centrum a Hlavni zkouSejici
informovani a budou instruovani, aby jiz
neprovadéli nabor dalSich subjektd hodnoceni.

Enrollment: The Center and Principal
Investigator acknowledge that this is a Study
designed to evaluate a set number of trial
subjects. The Principal Investigator will be
expected to apply best efforts for enrollment as
provided for under the Agreement. When
enrollment of the target number of trial subjects
for the entire Study is complete, the Center and
Principal Investigator will be notified and
instructed not to continue enrolling trial subjects.

Platby vramei Studie budou realizovany
nasledovné:

The Study shall be payable as follows:

Naklady na subjekt hodnoceni: Pfijemci plateb
bude poskytnuta platba na zdkladé plateb
uvedenych v tabulkach plateb nize. Platby se
budou zakladat na poctu dokon¢enych navstév.
Platba bude provedena za nasledujicich
podminek: (1) vSechny postupy musi byt
provedeny v souladu s Protokolem a smérnicemi
ICH GCP, (ii) subjekt hodnoceni bude zafazen
pouze na zaklad¢ kritérii pro zafazeni/vyfazeni a
(ii1) veskeré udaje budou presné a Uplné
zdokumentovany.  V prfipadé, Ze subjekt
hodnoceni nedokon¢i vSechny navstévy tak, jak
je uvedeno v Protokolu, Zadavatel nebo jim
povéfeny zastupce bude povinen uhradit za
takovy subjekt hodnoceni pouze za dokoncené
navstévy dle CRF.

Cost Per Subject: The Payee will be paid based
on the rates set forth in the Tables of Payments
below. Payments will be made on the basis of
completed visits. Payments will be made under
following conditions: (1) all procedures must be
performed according to the Protocol and ICH
GCP guidelines, (i1) a trial subject will only be
included according to the inclusion/exclusion
criteria, and (i) all data are documented
accurately and completely. In the event that a trial
subject does not complete all visits as specified
in the Protocol, Sponsor or its authorized
representative shall only be obligated to make
payment for such trial subject for completed
visits on CRF basis.

Neuspésné skriningy: Prijemci plateb bude
uhrazena ¢astka za jeden (1) netispéSny skrining
ve vysSi uvedené v tabulkach plateb nize na
kazdych pét (5) zafazenych subjektti hodnoceni.
Pro ucely této Smlouvy se za netspé$ny skrining
bude povazovat kazdy subjekt hodnoceni, ktery
zjevné splni kritéria pro skrining, podepise
formuldf informovaného souhlasu, absolvuje
skriningovou navstévu, avsak nebude do Studie
zafazen. Platba za neuspéSny skrining se bude
vy$e uvedenému Pfijemci plateb hradit na
zékladé¢ doruceni spravn¢ vyplnéné faktury
s rozepsanymi polozkami.

Screen Failures: The Payee will be reimbursed
for one (1) Screen Failure in the amount specified
in the Tables of Payments below for every five
(5) trial subjects enrolled. For purposes of this
Agreement, a Screen Failure shall mean any trial
subject, who initially appears to meet the criteria
for screening, signs the informed consent form,
completes the screening visit but is not enrolled
into the Study. Payment for Screen Failures will
be payable to the above listed Payee based upon
the receipt of correct and itemized invoices.
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Lékarenské poplatky:

Lékarensky poplatek za zahdjeni Studie:
Jednorazova platba ve Studii ve vy$i uvedené
v tabulkéch plateb nize bude vyplacena Piijemci
plateb po obdrzeni schvaleni prislusnych
etickych komisi, podpise této Smlouvy a splnéni
veSkerych aktivit spojenych se zahajenim Studie
v 1ékarné pozadovanych Zadavatelem nebo jim
uréenym zastupcem.

DalSi lékarenské poplatky: Dalsi lékéarenské
poplatky uvedené v tabulkéch plateb nize budou
vyplacené¢ Pfijemci plateb v niZze uvedenych
frekvencich pocinaje doruceni prvni zasilky
Hodnoceného Iéku do Iékarny.

Pharmacy fees:

Pharmacy set-up fee: A one-time non-
refundable payment of the amount listed in the
Tables of Payments below for pharmacy start-up
activities will be payable to the Payee upon
confirmation of EC approval, full execution of
the Agreement, and completion of any pre-Study
requirements as specified by Sponsor or Sponsor
Representative.

Other Pharmacy fees: Other Pharmacy fees
listed in below Tables of Payments will be paid
In frequency stated below starting with delivery
of first shipment of Study Drug to Pharmacy.

Nahrada subjektim hodnoceni: Naklady
subjektll hodnoceni na cestovné a/nebo stravu
budou v souladu s infomovanym souhlasem
feSeny tfeti stranou nebo poukazkami.

Pokud poukazkami: poukazky ve vysi xxx K¢ za
navstévy Centra trvajici 8 a vice hodin nebo xxx
K¢ za navstévy Centra trvajici méné nez 8 hodin
za den budou vyddny subjektim hodnoceni
Hlavnim zkousejicim.

Za vedeni zaznaml veSkerych vydanych a
nevydanych poukazek bude zodpovédny Hlavni
zkousejici.  Poukdzky budou  poskytnuty
spole¢nosti CRO. Vydavani poukdzek subjektim
hodnoceni musi byt kontrolovano ze strany CRO
pii pravidelnych monitorovacich navstévach.

Trial subject Reimbursement: Trial Subject
travel and/or meal reimbursement will be paid in
accordance to the ICF via third party vendor or
via meal vouchers.

If by vouchers: vouchers in amount of CZK xxx
per visits lasting 8 and more hours OR in amount
of CZK xxx per visits lasting less than § hours
per day will be provided to trial subject by the
Principal Investigator.

The Principal Investigator shall be responsible
for keeping an accounting log of all used and
unused vouchers. Vouchers will be provided by
CRO. The provision of vouchers to trial subjects
shall be monitored by CRO during regular
monitoring visits.

Neplanované navsStévy: Neplanovand navstéva
se definyje jako takova navstéva subjektu
hodnoceni, kterd neni vyslovné uvedena
v Protokolu, jejiz absolvovani je vSak v ramci
Studie nutné. Neplanované navstévy budou
uhrazeny dle plateb za jednotliva vySetieni jak
jsou uvedeny v tabulkach plateb nize, a to na
zaklad¢ doruceni spravné vyplnéné faktury
s rozepsanymi polozkami.

Unscheduled Visits: An Unscheduled Visit is
defined as a trial subject visit which is not
expressly set forth in the Protocol but is
otherwise required for the Study. Unscheduled
Visits will be reimbursed in the amounts listed in
the Tables of Payment below for unscheduled
visit per each procedure performed upon receipt
of a correct and itemized invoice.
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Start-up poplatek: Jednordzova platba ve Studii
ve vySi uvedené v tabulkdch plateb nize bude
vyplacend Pfijemci plateb za administrativni
aktivity po obdrZzeni faktury a schvaleni
ptislusnych etickych komisi, podpise této
Smlouvy a splnéni veSkerych aktivit spojenych
se zahgjenim Studie pozadovanych Zadavatelem
nebo jim urenym zastupcem.

Site Start-up Fee: A one-time non-refundable
payment of the amount listed in the Tables of
Payments below for Administrative activities
will be payable to the Payee upon receipt of
invoice and confirmation of respective Ethics
approvals, full execution of the Agreement, and
completion of any pre-Study requirements as
specified by Sponsor or Sponsor Representative.

Poplatek za uchovaviani dokumentace:
Jednorazova platba ve Studii za uchovavani
dokumentace ve vysi uvedené v tabulkéch plateb
niZze bude vyplacena Piijemci plateb pro ucel
splnéni podminek této Smlouvy. Piijemce plateb
obdrzi tento poplatek po schvaleni pfislusnych
etickych komisi, podpise této Smlouvy a splnéni
veSkerych aktivit spojenych se zahajenim Studie
pozadovanych Zadavatelem nebo jim urenym
zastupcem.

Archiving/Document storage fee: A one-time
record storage and archiving fee of the amount
listed in the Tables of Payments below will be
paid to the Payee for purposes of compliance
with this Agreement. The Payee will be paid this
fee upon execution of this Agreement,
confirmation of EC approval, and completion of
pre-Study requirements as specified by Sponsor
or Sponsor Representative.

Tieti strany: Piijemce plateb je plné
zodpovédny za uhrady tfetim stranam a za kryti
vlastnich nakladt souvisejicich s touto Studii.

Third Parties: The Payee is fully responsible for
payments to third parties and paying its own
expenses connected with the Study.

Poplatek etické komisi: Poplatek etické komisi
uhradi Zadavatel, nebo jim uréeny zastupce
mimo tuto Smlouvu.

Ethics Committee Fee: The Ethics Committee
Fee will be paid by Sponsor or its authorized
representative apart from this Agreement.

Poplatky centralni laboratofi: Poplatky
centralni laboratofi budou hrazeny Zadavatelem,
nebo jim ur€eny zastupcem mimo tuto Smlouvu.

Central Laboratory Fees: Central Laboratory
costs will be paid by the Sponsor or its authorized
representative apart from this Agreement.

Dain z pfidané hodnoty (,,DPH*): Zadavatel
nebo jim uréeny zastupce uhradi DPH, které neni
zahrnuto v ¢astkach v tabulkach plateb nize jak
je vyzadovano pravnimi predpisy Ceské
republiky. Je-li vyZzadovana platba v¢etné¢ DPH,
Zadavatel nebo jim uréeny zastupce provede
uhradu pouze na zaklad¢ doruceni platné faktury
svyCislenou DPH. Doruceni faktury pied
provedenim uhrady dle této Smlouvy je
vyZzadovano 1 v pfipadé, kdy se DPH
neuplatiuje.

VAT: Sponsor or its authorized representative
will pay VAT in addition to the payments as
required by Czech Republic laws. Where a VAT
invoice 1s required, payments will only be made
once Sponsor or its authorized representative 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.
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Zavéretna platba: ZavéreCna platba bude
realizovana po provedeni vSech ukond podle
Protokolu a obdrzeni nasledujicich dokument
Zadavatelem nebo jim uréenym zastupcem: (1)
veskeré dokumentace ke Studii, (i1) piehledu
veSkerého neuzitého Hodnoceného Iéku, (iii)
vsech vyplnénych a spravnych CRF/dotazi a (iv)
veSkerych doplnénych pozadavkd k vysvétleni
ze strany Zadavatele nebo jim urCené¢ho
zastupce, tykajicich se udaji nebo zdznami
Studie. Na vzneseni namitek vici jakymkoliv
nesrovnalostem v platbach  realizovanych
v prabéhu Studie bude mit Ptijemce plateb lhitu
téiceti (30) dni od doruceni zavéreéné platby.

Final Payment: The final payment will be
payable upon completion of all task required by
the Protocol and upon receipt of the following by
Sponsor or its authorized representative: (i) all
Study documentation, (i1) the accountability of
all unused Study Drug, (iii) all completed and
correct CRFs/queries, and (iv) any clarification
requests made by Sponsor or its authorized
representative regarding Study data or records.
The Payee will have thirty (30) days from the
receipt of final payment to dispute any payment
discrepancies during the course of the Study.

Bez obdrient pFedchoziho pisemného souhlasu
ze strany Zadavatele Ci jim urceného zdstupce
nebudou brany v potaz Zdadné dalsi poZadavky
na poskytnuti financnich prostiedkii.

No other additional funding requests will be
considered without the prior written consent of
Sponsor or its authorized representative.

Tabulky plateb / Tables of Payments

Navstéva / Visit

Platba za | Pocet Platba za vSechny
nav§tévu vcetné | navstév | navstévy  vietné
reZijnich / rezijnich nakladi

niakladi v K¢ /
Price per visit
with OH in CZK

Number
of visits

v K¢ / Total for all
visits with OH in
CZK

skriningova navstéva / Screening Period

Navstéva 1 (Den 1)/ Visit 1 (Study Day 1)

Navstévy 2-4 / Visits 2-4

Navstéva 5/ Visit 5

Navstévy 6-8 / Visits 6-8

Navstéva 9 (6-mésiéni) / Visit 9 (6-month)

Navstévy 10-12 / Visits 10-12

Navstéva 13 / Visit 13 (Quarterly Site Visit)

Navstav 14

Navstéva - konec lécky / EOT

Navstéva ukonceni Studie / EOS

e L e O 1 S 7S T N [ SR O TS I TN

Celkov¢ za subjekt hodnoceni / Total cost per Subject

Procedure

Zv1asté fakturovatelna polozka / Additional Invoiceable

Platba za polozku v K¢ /
Cost per procedure in CZK

Pregnancy Test (test strips will be provided)

Téhotensky test z moci (testovaci prouzky budou dodané) / Urine
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Téhotensky test ze séra / Serum Pregnancy Test

EKG provedené na navstévach 17, 33, 49 nebo 65/ ECG
performed on Visits 17, 33, 49, or 65

Echokardiogram — fakturovatelné pouze na navstévé V33 /
Echocardiogram performed at Visit 33

Neplanované odbéry pro centrélni laboratof mimo pozadované
dle rozpisu navstév v protokole — mohou zahrnovat: PK,
biochemii/FSH, NT-proBNP, Activin A, CRP, ADA
(fakturovatelné pouze pokud provedené mimo navstévy skrining,
V1-V5, V9, V13-73, EOT, EOS) / Unscheduled Central
Laboratory blood draw that might include: PK samples, Serum
Chemistry/FSH, NT-proBNP, Activin A, CRP Sample Collection,
ADA Sample Collection (invoiceable if performed out of
screening, V1-V5, V9, V13-73, EOT, EOS)

EQ-5D; PAH-SYMPACT Assessments (repeat every 6 moths
after Visit 9 (visit 17, 25, 33,41, 49, 57,65, 73)

Follow-up Phone call (early discontinuation only)

Follow-Up Telephone Call 6 months after EOS Visit and Yearly
after (Early discontinuation only)

Follow-up Visit Yearly after EOS Visit (Early discontinuation
only)

Quarterly visits - Onward Until the End of the DBPC Treatment
Period/ Ctvrtletni navstévy - do konce 1é¢ebného obdobi DBPC

Visit 14 Onward Until the End of the DBPC Treatment Period
(same as Visits 10-12 may be performed as HHC)/ Navstéva 14 a
dale az do konce lé¢ebného obdobi DBPC (stejn¢ jako navstévy
10-12 mohou byt provedeny jako HHC)

Clinical Worsening Assessment/Hodnoceni klinického zhor$eni

Right Heart Catherization/pravostranna katetrizace srdce

Neplanovana navstéva: Zvlasté fakturovatelna polozka /
Unscheduled visit: Additional Invoiceable Procedure

Platba za polozku v K¢ /
Cost per procedure in CZK

Téehotensky test z moci (testovaci prouzky budou dodané) / Urine
Pregnancy Test (test strips will be provided)

T&hotensky test ze séra / Serum Pregnancy Test

EKG/ECG

6MWT

Echokardiogram / Echocardiogram

Odbéry pro centralni laboratof na neplanované navstévé — mohou
zahrnovat: PK, biochemii/FSH, NT-proBNP, Activin A, CRP,
ADA / Unscheduled visit Central Laboratory blood draw that
might include: PK samples, Serum Chemistry/FSH, NT-proBNP,
Activin A, CRP Sample Collection, ADA Sample Collection

Odesilani vzorkil do centralni laboratore / Central Lab Shipping

Nezadouci ptihody / Adverse Events

Vitélni funkce v¢etné vdhy / Vital Signs including Weight

Soubézné uzivana medikace — sbér dat, kontrola / Concomitant
Medication Review

Central Lab Shipping

Adverse Events

Vital Signs including Weight

Concomitant Medication Review
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Jiné poplatky / Other fees

v Ké/in CZK

Archiving/Document storage fee

Start-up poplatek/Site Start-up fee

Platba za neuspésny skrining (1 NS na 5
zarazenych subjektd hodnoceni) / Screening
Failure (1SF per 5 enrolled)

Stejna jako za skriningovou navstévu / Same as
screening visit

| Lékarenské poplatky / Pharmacy fees

v Ké/in CZK

Zahajeni Studie (v¢. administrace Studie, ujednani
podminek realizace, uvodniho 8koleni) / Pharmacy
set up fee (including Study administration,
arrangement of conditions of implementation,
initial training)

Jednorazovy poplatek /
one-time fee

Ptijem a vydej Hodnoceného Iléku Hlavnimu
zkouSejicimu (kontrola, dokumentace, kontakt
IVRS, uskladnéni v 1ékarn¢) - pausal / Receipt of
Study Drug and Study Drug dispensing to the
Principal investigator (check, documentation,
IVRS contact, pharmacy storage) - flat rate

I mésic / 1 month

Uchovavani Hodnoceného léku v Iékarné za
sniZzené teploty (2 - 8 °C) / Storage of Study Drug
in the pharmacy at a lower temperature (2 - 8 °C)

I mésic / 1 month

Audit dodrzeni podminek SLP v Centru / Audit of
GPP compliance in the Center

I navstéva / 1 visit

Kontrolni navstéva monitora s ucasti odpovédné
osoby / Monitoring visit of the monitor with the
participation of the responsible person

1 hodina / 1 hour

Likvidace nepouzitého Hodnoceného léku
smluvnim partnerem / Destruction of unused
Study Drug by a contracted partner

dle objemu / by volume
Prefakturace pomérné
¢astky nakladli na
likvidaci pri mnozstvi
vEétSim neZ 2 kg/actual
cost will be invoiced in
case more than 2 kg is
being destructed
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