PPD

Dodatek 1 ke
Smlouvé o zabezpeceni klinického hodnoceni

Amendment 1 to
Clinical Trial Agreement

Tento dodatek 1 ke smlouvé o klinickém hodnoceni
(. dodatek 1), uzavené ke dni posledniho podpisu
s nabytim ucinnosti uvetejnénim v Registru smluv
v souladu se zékonem &. 340/2015 Sb.,, o registru
smluv v platném znéni, ( ,,datum @éinnosti*) mezi

This Amendment 1 to Clinical Trial Agreement

(“Amendment 1) 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

(dale jen ,,Zadavatel)

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

a jeji pobockou PPD Czech Republic, s.r.o.
Budgjovicka alej

Antala Staska 2027/79

140 00 Praha 4

Czech Republic

Company ID number: 63671077

(dale jen “CRO”)

Acceleron Pharma Inc

with registered office at 128 Sidney Street,
Cambridge, MA 02139, USA

(“Sponsor”)

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

PPD Czech Republic, s.r.o0.
Budgjovicka alej

Antala Staska 2027/79

140 00 Praha 4

Czech Republic

Company ID number: 63671077

(hereinafter referred to as the “CRO”)

a

and

Institutem klinické a experimentalni mediciny,
statni prispévkovou organizaci, zfizovaci listina €.
17268-11/2012 ze dne 29. kvétna 2012, se sidlem na
adrese Videnska 1958/9, 140 21 Praha 4, Ceska
republika, zastoupenou Ing. Michalem Stiborkem,
MBA, feditelem

1CO: 00023001

DIC: CZ00023001

(dale 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 Videniska 1958/9, 140 21 Praha 4, Czech
Republic, represented by Ing. Michal Stiborek, MBA,
director.

Company ID no.: 00023001

Tax ID no.: CZ00023001

(hereinafter referred to as the “Center’)

a

bydlistm na adres

Ceska i
Datum nar,

(dale jen ,,Hlavni zkouSejici”)

and

with permanent residence at

Prague 9, Czech Republic
poH

(hereinafter referred to as the “Principal
Investigator”)
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dale jednotlivé jako ,,smluvni strana“ a spole¢né jako
“smluvni strany”

Sponsor, Institution and Principal Investigator
hereinafter individually referred to as “Party” and
collectively as “Parties”.

Tento dodatek 1 je dodatkem ke Smlouvé o klinickém
hodnoceni mezi Zadavatelem, Poskytovatelem a
Hlavnim zkouSejicim uzaviené 22. brezna 2022 s
nazvem: ,Randomizované, dvojité zaslepené,
placebem kontrolované klinické hodnoceni faze 3
hodnotici sotatercept p¥i pfidani k zakladni 1é¢bé
plicni arterialni hypertenze (PAH) u nové
diagnostikovanych stfedné a vysoce rizikovych
pacienti s PAH“ (,,Studie”) s ¢islem protokolu
A011-13 (HYPERION) (,,Protokol*) (,,Smlouva™) a
i izovan pod vedeni
(,,hlavni zkousejici*).

This Amendment 1 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”)
- ™) bei he 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 ¢.
4.0 ze dne 10. listopadu 2022 méni Protokol, Strany si
pteji upravit podminky Dohody, jak je zde uvedeno.

VZHLEDEM K TOMU, Ze si strany po vzdjemné
dohodé pieji zménit ustanoveni rozpoctu Studic
stanovené ve Smlouvé, a tak upravit podminky
Smlouvy, jak je zde uvedeno:

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

I Jméno a adresa sponzora, jak jsou uvedeny ve
Smlouvé, Acceleron Pharma Inc., s hlavnim mistem
podnikani na 128 Sidney Street, Cambridge, MA
02139, USA, se timto nahrazuje Acceleron Pharma
Inc., dcetinou spolecnosti ve stoprocentnim
vlastnictvi spole¢nosti Merck. & Co., Inc. s hlavnim
mistem podnikani na adrese 126 East Lincoln Ave.,
Rahway, NJ 07065 USA.

2 Ptiloha 1 se timto v celém rozsahu rusi a nahrazuje
novou platebni pi{lohou pfipojenou k tomuto dodatku
1 jako Pfiloha 1 zaglen&na zde formou odkazu, ktery
zahrnuje nasledujici:

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 4.0 dated 10
November 2022 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
Partics 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 Sponsor’s name and address as listed in the
Agreement, Acceleron Pharma Inc., with its principal
place of business at 128 Sidney Street, Cambridge,
MA 02139, USA, is hereby replaced with Acceleron
Pharma Inc., a wholly-owned subsidiary of Merck &
Co., Inc. with its principal place of business at 126
East Lincoln Ave., Rahway, NJ 07065 USA.

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

* Nové nasledné navitévy pfidany jako fakturovatelng | ¢ New follow-up visits added as invoiceable
polozky B items
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* Aktualizované ¢asové body pro EQ-5D; Hodnoceni
PAH-SYMPACT - take pfidano jako fakturovatelna
poloZzka za navstévy 17, 25, 33, 41, 49, 57,65, 73

» Sbér PK 1. den by mél byt 4krat — toto chybélo v
predchozim rozpoétu, nyni je to opraveno.

* Je pfidana procedura za nasledny telefonni hovor

. Updated timepoints for EQ-5D; PAH-
SYMPACT Assessments — also added as invoiceable
item for the visits 17, 25, 33, 41, 49, 57,65, 73

. PK collection on Day 1 should be 4 times — this
was missed in the previous budget now it is corrected.
. Invoiceable for follow-up phone call is added

3 Upravené néklady spojené s Protokolem verze 4.0
vstoupi v platnost po schvéleni Etickou komis{/IRB,
10. kvétna 2023 (,Datum Wcinnosti rozpoétu*).
Upravené néklady se vztahuji pouze na skute¢né
testy/postupy provedené po datu uinnosti rozpoctu.
Smluvni strany se déle dohodly, Ze vSechny sluzby
poskytované na zaklad€ této smlouvy pted datem
ucinnosti a vechny platby souvisejici s navitévami a
postupy provadénymi podle verze protokolu 3.0 ze
dne 24. ledna 2022 bude odpovidat pfedchozi P¥iloze
¢.1.

3 Revised costs associated with Protocol Version 4.0
shall be effective upon Ethics
Committee/IRB approval, 10 May 2023 (“Budget
Effective Date”). Revised costs are only applicable to
actual 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 3.0 dated 24 January 2022 shall follow the
former Appendix 1.

4 Dodatek 1 se podpisem smluvnich stran stane
soucasti smlouvy a veskeré odkazy na smlouvu budou
znamenat odkaz na smlouvu.

4 Upon execution, this Amendment 1 shall be made a
part of the Agreement and shall be incorporated by
reference therein.

5 V3echna ostatni ustanoveni a podminky smlouvy
z0istavaji v pIné platnosti a ucinnosti. V pifpadé
jakéhokoli rozporu mezi ustanovenimi smlouvy a
tohoto dodatku 1 budou rozhodujici a Fidici
ustanoveni tohoto dodatku 1.

5 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
this Amendment 1, the terms of this Amendment 1
shall govern and control.

6 Veskera pouzita terminologie, ktera neni bliZe
definovana v tomto dodatku 1 bude mit stejny vyznam
jako je uvedeno ve smlouvé.

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

Toto misto bylo zamérné ponechdno prazdné;
Priloha I a podpisova strana jsou uvedeny na
nasledujici strané.

Remainder of this page is intentionally left blank,
Schedule 1 and signature page to follow.
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NA DUKAZ CEHOZ ni¥e podepsani uzav¥eli tento | IN WITNESS WHEREOF, the undersigned have
dodatek 1 k datu ti€¢innosti. executed this Amendment 1 as of the Effective
Date.

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

Podpis/Signature:

Jméno/Name:

Clinical Manager
Pozice/Title:

Datum/Date: 30-JyYn-2023

Poskytovatel/Insti

Podpis/Signature:
Ing. Michai Stivorai(, MEA
Jméno/Name:
)‘— P yAysd —"’7",' 24
Pozice/Title: TIREC TG
Datum/Date: o R F- Ly — Lk

Zkousejici/Principal Investigator:

Podpis/Signature:

Jméno/Name

Datum/Date: 1 8 JIYy Jors
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Schedule 1 to the Amendment 1/PFiloha 1 k Dodatku 1

P¥iloha &. 1

Finané¢ni podminky

Appendix 1
Payment Schedule

(Centrum dale jako ,,PFijemce plateb*)

(Center further as “Payee”)

Platebni podminky dopliiujici ¢lanek 4 Smlouvy
—~ Odména

Payment terms suplementing Article 4 of the
Agreement — Remuneration

Faktury: VSechny faktury tykajici se Studie
musi byt pfedloZeny k proplaceni Zadavateli,
nebo jim uréenému zastupci.

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

Fakturaéni adresa/Invoicing address:
Acceleron Pharma Inc

128 Sidney Street, Cambridge, MA 02139, USA

Tax 1D)

Investigator, name of PPD monitor (if known)

Dariové identifikaéni &islo/Tax Code ID No.: 27-0072226 (federalni dafiové ¢islo USA/US Federal

Zasilatelska adresa/Shipping addres

V kopi oznadenim: &islo Protokolu, jméno Hlavniho zkousejiciho,
jméno PPD monitora (pokud je zndmé)

Copy*with following details: Protocol number, name of the Principal
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Nibor: Centrum a Hlavni zkousSejici berou na
védomi, Ze se jedna o Studii vypracovanou pro
vyhodnoceni daného poctu subjektd hodnoceni.
O&cekava se, Ze Hlavni zkou3ejici vynaloZi
vekeré 1sili kndboru, jak je uvedeno ve
Smlouvé. Jakmile bude dokonéen nébor cilového
po¢tu subjektli hodnoceni pro celou Studii,
budou o tom Centrum a Hlavni zkousejici
informovani a budou instruovani, aby jiz
neprovadéli nabor dalich 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 vramci Studie budou realizovany
nasledovné:

The Study shall be payable as follows:

Naklady na subjekt hodnoceni: Pijemci plateb
bude poskytmuta platba na zakladé plateb
uvedenych v tabulkach plateb niZe. Platby se
budou zakladat na po¢tu dokoncenych navstév.
Platba bude provedena za nasledujicich
podminek: (i) vSechny postupy musi byt
provedeny v souladu s Protokolem a smé&rmicemi
ICH GCP, (ii) subjekt hodnoceni bude zafazen
pouze na zakladé& kritérii pro zatazeni/vyfazeni a
(iii) veskeré 1daje budou piFesné a uplné
zdokumentovany.  V ptipadé, Ze subjekt
hodnoceni nedokonéi viechny navstévy tak, jak
je uvedeno v Protokolu, Zadavatel nebo jim
povéfeny zdstupce bude povinen uhradit za
takovy subjekt hodnoceni pouze za dokoncené
navstévy dle CRF.

Cost Per Subject: The Payece 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: (i) all procedures must be
performed according to the Protocol and ICH
GCP guidelines, (ii) a trial subject will only be
included according to the inclusion/exclusion
criteria, and (iii) 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 frial subject for completed
visits on CRF basis.

Nedspésné skriningy: Pfijemci plateb bude
uhrazena ¢astka za jeden (1) neuspésny skrining
ve vysi uvedené v tabulkdch plateb niZze na
kazdych pét (5) zafazenych subjektd hodnoceni.
Pro tcely této Smlouvy se za neuspéiny skrining
bude povaZzovat kazdy subjekt hodnoceni, ktery
zjevné splni kritéria pro skrining, podepise
formulaf informovaného souhlasu, absolvuje
skriningovou navstévu, avsak nebude do Studie
zatazen. Platba za nelspésny skrining se bude
vy$e uvedenému Ptijemci plateb hradit na
zakladé doru€eni spravné 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 zahajeni Studie:
Jednorazova platba ve Studii ve vy¥i uvedené
v tabulkdch plateb niZe bude vyplacend Pifjemci
plateb po obdrZzeni schvaleni pfislu§nych
etickych komisi, podpise této Smlouvy a splnéni
veskerych aktivit spojenych se zahdjenim Studie
v 1ékarné pozadovanych Zadavatelem nebo jim
uréenym zastupcem.

Dalsi 1ékarenské poplatky: Dalsi lékarenské
poplatky uvedené v tabulkach plateb nize budou
vyplacené Pifjemci plateb v niZe uvedenych
frekvencich pocinaje doruceni prvni zasilky
Hodnoceného léku do 1ékamy.

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
subjekti hodnoceni na cestovné a/nebo stravu
budou v souladu s infomovanym souhlasem
feSeny treti stranou nebo poukazkami.

Pokud poukéazkami: poukazky ve vysi 2100,- K&
za navstévy Centra trvajici 8 a vice hodin nebo
1600,- K¢ za navstévy Centra trvajici meéné€ nez
8 hodin za den budou vydiny subjektim
hodnoceni Hlavnim zkou$ejicim.

Za vedeni zaznamid veSkerych vydanych a
nevydanych poukazek bude zodpovédny Hlavni
zkouSejici.  Poukdzky budou poskytnuty
spolecnosti CRO. Vydavani{ poukazek subjektim
hodnoceni musi byt kontrolovéano ze strany CRO
pii pravidelnych monitorovacich navitévach.

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 2100
per visits lasting 8 and more hours OR in amount
of CZK 1600 per visits lasting less than 8 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 navstévy: Neplanovana navit€va
se definuje jako takovd navitéva subjektu
hodnoceni, kterda neni vyslovné uvedena
v Protokolu, jejiZz absolvovani je viak vramci
Studie nutné. Neplanované navstévy budou
uhrazeny dle plateb za jednotliva vySetfeni jak
jsou uvedeny v tabulkdch plateb nize, a to na
zakladé dorugeni 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
vyplacena Piijemci plateb za administrativni
aktivity po obdrZeni faktury a schvaleni
pkislugnych etickych komisi, podpise této
Smlouvy a splnéni ve¥kerych aktivit spojenych
se zahajenim Studie pozadovanych Zadavatelem
nebo jim uréenym 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 uchovavani dokumentace:
Jednorazova platba ve Studii za uchovavani
dokumentace ve vysi uvedené v tabulkach plateb
nize bude vyplacena Piijemci plateb pro ucel
splnéni podminek této Smlouvy. Prijemce plateb
obdrZi tento poplatek po schvéleni prislusnych
etickych komisi, podpise této Smlouvy a splnéni
veskerych aktivit spojenych se zahdjenim Studie
pozadovanych Zadavatelem nebo jim uréenym
zéstupcem.

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.

TFeti strany: Pijjemce plateb je plné
zodpovédny za Uhrady téetim stranam a za kryti
vlastnich nakladi 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 urceny 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 laboratoti budou hrazeny Zadavatelem,
nebo jim uréeny zastupcem mimo tuto Smlouvu.

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

Daii z pFidané hodnoty (,,DPH“): Zadavatel
nebo jim uréeny zastupce uhradi DPH, kter¢ nen{
zahrmuto v ¢astkach v tabulkach plateb niZe jak
je vyzadovano pravnimi predpisy Ceské
republiky. Je-1i vyZadovéna platba v¢etné¢ DPH,
Zadavatel nebo jim urleny zastupce provede
tihradu pouze na zdklad® doru€eni platné faktury
s vylislenou DPH. Dorueni faktury pfed
provedenim uhrady dle této Smlouvy je
vyZadovano i vptipadé, kdy se DPH
neuplatiiuje.
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Zavérecna platba: Zavére¢nd platba bude
realizovana po provedeni viech ukonid podle
Protokolu a obdrzeni nasledujicich dokument(i
Zadavatelem nebo jim uréenym zastupcem: (i)
veskeré dokumentace ke Studii, (ii) prehledu
veskerého neuZzitétho Hodnoceného Ieku, (iii)
vSech vypln€nych a spravinych CRF/dotaz a (iv)
vesSkerych dopInénych pozadavkl k vysvétleni
ze strany Zadavatele nebo jim uréeného
zastupce, tykajicich se udaji nebo zdznami
Studie. Na vzneseni namitek vigi jakymkoliv
nesrovnalostem v platbach  realizovanych
v prib&hu Studie bude mit P¥{jemce plateb lhitu
t¥iceti (30) dnf od doruéeni zavérecné 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, (ii) the accountability of
all unused Study Drug, (iii) all completed and
correct CRFs/queries, and (iv) any clarification
requésts 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 brdny v potaz Zddné dalsi poZadavky
na poskytnuti financénich prostiedki.

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

skriningova navstéva / Screening Period

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

Navitévy 2-4 / Visits 2-4 N
‘Névstéva 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)

Navstévy 14-73 (opakovani navstév 10-12
patnactkrat) / Visit 14-73 (Repeat Visits 10-12
fifteen times) L
Navstévy 14-73 (opakovani navitévy 13
patnéctkrat) / Visit 14-73 (Repeat Visit 13
fifteen times)

Navstéva - konec 1é¢ky / EOT

Navstéva ukondeni Studie / EOS

Celkové za subjekt hodnoceni / Total cost pe

Platba za | Pocet Platba za vSechny
navitévan véetné | navitév | navstévy  vcetné
rezijnich nakladi
nakladd v K¢ /| Number | v K¢/ Total for all
Price per visit | of visits | visits with OH in

reZzijnich /
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Zv1asté fakturovatelna polozka / Additional Invoiceable Platba za polozku v K¢ /
Procedure Cost per procedure in CZK
Te&hotensky test z moci (testovaci prouzky budou dodané) / Urine
Pregnancy Test (test strips will be provided)

Te&hotensky test ze séra / Serum Pregnancy Test

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

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

Neplanované odbéry pro centralni laboratof mimo poZadované
dle rozpisu navst&v 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, EQT, 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)

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

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

Neplanovana navstéva: Zvlasté fakturovatelna polozka / Platba za polozku v K¢ /
Unscheduled visit: Additional Invoiceable Procedure i
T&hotensky test z moci (testovaci prouzky budou dodané) / Urine
Pregnancy Test (test strips will be provided)

Té&hotensky test ze séra / Serum Pregnancy Test

EKG /ECG

6MWT

Echokardiogram / Echocardiogram

Odbéry pro centralni laboratot na neplanované navit&vé — 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 vzorki do centralni laboratote / Central Lab Shipping
NeZadouci pithody / Adverse Events

Vitalni funkce véetné vahy / Vital Signs including Weight
Soub&zné uzivana medikace — sbér dat, kontrola / Concomitant
Medication Review

Central Lab Shipping

Adverse Events

Vital Signs including Weight

Concomitant Medication Review

Jiné poplatky / Other fees
Archiving/Document storage fee
Start-up poplatek/Site Start-up fee
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Platba za netisp&&ny skrining (1 NS na 5
zatazenych subjektl hodnoceni) / Screening
Failure (1SF per 5 enrolled)

Stejnd jako za skriningovou navitévu / Same as
screening visit

l Lékarenské poplatky / Pharmacy fees

vK¢E/in CZK

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

Jednorézovy poplatek /
one-time fee

Pfijem a vydej Hodnoceného Iéku Hlavnimu
zkousejicimu (kontrola, dokumentace, kontakt
IVRS, uskladnén{ v 1ékarn€) - pausdl / Receipt of
Study Drug and Study Drug dispensing to the
Principal investigator (check, documentation,
IVRS contact, pharmacy storage) - flat rate

1 mé&sic/ 1 month

Uchovavani Hodnoceného léku v 1ékarné za
snizené teploty (2 - 8 °C) / Storage of Study Drug
in the pharmacy at a lower temperature (2 - 8 °C)

1 mésic/ 1 month

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

1 navstéva / 1 visit

Kontrolni navstéva monitora s Gdasti odpovédné
osaby / 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 pomémé
¢astky nakladi na
likvidaci pfi mnoZstvi
vEt§im nez 2 kg/actual
cost will be invoiced in
case more than 2 kg is
being destructed
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