AMENDMENT # 2 TO THE CLINICAL TRIAL
AGREEMENT

This Amendment # 2 (the “Amendment”) dated 04 Dec
2020 to the CLINICAL TRIAL AGREEMENT, dated 18
Feb2019 (the “ Agreement”) for the clinical study
conducted in accordance with the Protocol ID-054-304
(REACT) titled: “ A prospective, multi-center, double-
blind, randomized, placebo-controlled, parallel-group,
Phase 3 study to assess the efficacy and safety of
clazosentan in preventing clinical deterioration due to
delayed cerebral ischemia (DCI), in adult subjects with
aneurysmal subarachnoid hemorrhage (aSAH) ” and
any amendments thereto (the “Study”), has been
concluded by and between:

Idorsia Pharmaceuticals Ltd, Hegenheimermattweg
91, 4123 Allschwil, Switzerland ("IDORSIA")

And
University Hospital Plzen, Edvarda Benese
1128/13, 305 99 Plzen, Czech Republic

(“INSTITUTION”)
And

Doc. MUDr. Vladimir Pfiban, PhD., XXX Plzen,
Czech Republic (the “INVESTIGATOR”)

(Each a “Party” and collectively the “Parties”)

The Parties hereby agree to amend the Agreement as
follows:

1. The Payment Schedule enclosed to the
Agreement as Exhibit A shall be replaced by the
Payment  Schedule enclosed to this
Amendment as Exhibit for the changes
described in this Amendment.

2. This Amendment shall be made part of the
Agreement and attached thereto. Except as
provided herein, all other terms and conditions
of the Agreement shall remain in full force and
effect including other agreed payments and
conditions which remain unchanged in the
Exhibit included in the previously agreed
Agreement.
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DODATEK # 2 K SMLOUVA O KLINICKEM
HODNOCENI

Tento dodatek # 2 (dale jen ,Dodatek®) ze dne 04
prosince 2020 k SMLOUVA O KLINICKEM
HODNOCENI, ze dne 18Feb2019 (dale jen
»,Smlouva“) ke klinickému hodnoceni provadénému v
souladu s Protokolem 1D-054-304 (REACT) s nazvem:
.Prospektivni  multicentrické  dvojité  zaslepené
randomizované placebem kontrolované Kklinické
hodnoceni faze 3 s paralelnimi skupinami s cilem
vyhodnotit d¢innost a  bezpeCnost pfipravku
clazosentan v prevenci zhorSeni klinického stavu v
dasledku pozdni mozkové ischemie (DCI) u dospélych
subjektl se subarachnoidalnim krvacenim
z aneuryzmatu (aSAK)“ a vSechny jeho dodatky (dale
jen ,Klinické hodnoceni“) byl uzavifen mezi:

Idorsia Pharmaceuticals Ltd, Hegenheimermattweg
91, 4123 Allschwil, Svycarsko (déale jen ,IDORSIA*)

a

Fakultni nemocnice Plzen, Edvarda BeneSe

1128/13, 305 99 Plzeri, Ceska Republika
(“INSTITUCE”)
a

I?oc. MUDr. Viadimir Priban, PhD., XXX Plzen,
Ceska Republika (dale jen ,ZKOUSEJICI¥)

(jednotlivé oznacovani jako ,strana" nebo spolecné
jako ,strany®)

Smluvni strany se timto dohodly, Ze Smlouvu pozméni
takto:

1. Harmonogram plateb pfipojeny k této Smlouvé
jako PFiloha A se nahrazuje Harmonogramem
plateb pfipojenym k této Smlouvé jako PFiloha
ke zménam popsanym v tomto Dodatku..

2. Tento Dodatek se pfipojuje k této Smlouvé a je
jeji soucasti. S vyjimkou ustanoveni uvedenych
v tomto Dodatku zlstavaji vSechny ostatni
podminky Smilouvy v platnosti, véetné dalSich
smluvné dohodnutych plateb a podminek, které
zUstavaji nezménéné dle Prilohy, ktera je
soucasti dfive uzaviené Smlouvy
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Done in three (3) originals, two originals for the Vyhotoveno v poctu [tfi (3)] stejnopisd, pfi€emz dva
stejnopisy obdrzi Instituce a jeden stejnopis Idorsia.

institution and one original for Idorsia.

INSTITUTION/ ZDRAVOTNICKE ZARIZENI

By/ Podpis:

Name/ Jméno:

Title/ Funkce:

Date/ Datum:

INVESTIGATOR/ ZKOUSEJICI:

By/ Podpis:

Name/ Jméno:

Title/ Funkce:

Date/ Datum:

REVISED EXHIBIT:

This Amendment makes the following changes to
the already agreed EXHIBIT:
Changes to the Visit Payments Table:

As of Protocol Version 4 of 07 January 20 the End of
Study (EOS) has changed from the Week 12 visit to the
Week 24 phone call visit.

As a consequence,

the following changes are

implemented through this Amendment to the visit table
previously agreed:

1)
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Visit 19-Week 12:

-Initially Agreed Visit Table: This visit was
already included in the initially agreed payment
exhibit and was referred to as the Week 12-
End of Study Visit.

-Revised Visit Table: With this current
Agreement Amendment the reference to “End
of Study” has been removed, as depending
under which protocol a study subject is enrolled,
the EOS will either be Week 12 or the newly
added Visit 20-Week 24.

-_Initially Agreed Visit Table: Visit 19-Week 12
included a fee for the employment status
collection at Month 6.

-Revised Visit Table: Visit-19-Week 12 fee will
remain unchanged. The fee for the employment

IDORSIA

By/ Podpis:

Name/
Title/ F

Jméno:

unkce:

Date/ Datum:

And/ a

By/ Podpis:

Name/
Title/ F

Jméno:

unkce:

Date/ Datum:

UPRAVENA PRILOHA:

Tento Dodatek provadi nasledujici zmény k jiz
dohodnuté PRILOZE:
Zmény v tabulce plateb navstév:

Dle protokolu verze 4 ze dne 7. ledna 2020 se zménila

Navstév

a ukonceni studie (End of Study, EOS) z

navstévy ve 12. tydnu na telefonickou navstévu ve 24.

tydnu.

Proto se timto Dodatkem provadi nasledujici zmény v

drive do

1)
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hodnuté tabulce navstév:

Navstéva 19 - Tyden 12:

-PUvodni tabulka navstév: Tato navstéva jiz
byla obsazena v plivodné dohodnuté pfiloze
tykajici se plateb a byla oznaend jako Tyden
12 - Navstéva k ukoné€eni studie.

-Upravena tabulka navstév: S timto aktualnim
Dodatkem ke smlouvé byl odstranén odkaz na
,=ukongeni studie (End of Study, EOS). V
zavislosti na verzi protokolu, podle které je
subjekt do klinického hodnoceni zafazen,
probéhne EOS bud béhem navstévy ve
12. tydnu nebo béhem nové pfidané navstévy
20 ve 24. tydnu.
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status collection will not be moved to Visit 20-
Week 24 even though the employment status is
collected at Week 24.

Only reference to the collection of employment
status has been removed from the Visit 19-
Week 12 visit in the Visit table below to avoid
misunderstanding.

dorsia

-Puvodni tabulka navstév: Navstéva 19 ve12.
tydnu zahrnuje poplatek za sbér stavu
zameéstnanosti v mésici 6.

-Upravena tabulka navstév: Poplatek v ramci
Navstévy 19 ve 12. tydnu se neméni. Poplatek
za sbér statusu zaméstnanosti se nepresouva
do Navstévy 20 ve 24. tydnu, i kdyz status
zaméstnanosti se zjistuje v tydnu 24.

Aby nedoSlo k nedorozuméni, byl z nize

2) Visit 20-Week 24: uvedené tabulky odstranén odkaz na sbér
-Initially Agreed Visit Table: Did not include statusu zaméstnanosti z Navstévy 19 ve 12.
Visit 20-Week 24 (Visit 19-Week 12 was EOS tydnu.

Visit). 2) Navstéva 20 - 24. tyden:
-Revised Visit Table: Visit 20-Week 24 has -Plvodni tabulka navstév: Neobsahovala

been added as an additional visit as of protocol
version 4 Week 24 is the EOS Visit. A fee is
added for the conduct of the EQ5D Interview,
safety follow up & corresponding eCRF
completion. A fee for the employment status
collection is already covered by Visit 19-Week
12.

Navstévu 20 ve 24. tydnu (Navstéva 19 ve 12.
tydnu byla navstévou EOS - ukonéeni studie).
-Upravena tabulka navstév: Navstéva 20 ve 24.
tydnu byla pfidana jako dodatecna navstéva
podle protokolu verze 4 a tato navstéva ve 24.
tydnu je navstéva EOS - ukonéeni studie.
Pfidava se poplatek za provedeni rozhovoru

EQ5D, nasledného sledovani s ohledem na
bezpecnost & dokoncéeni pfislusného eCRF.
Poplatek za sbér stavu zaméstnanosti je jiz
zahrnuty v Navstévé 19 ve 12. tydnu.

Visit Number / Name Visit Fee & currency Poplatek za
navstévu

& ména

Cislo navstévy / Nazev
Visit 1-Screening*

Visit 2-Randomization Név&téva 1-Screening*

Visit 3-Treatment Day 1 Navstéva 2-Randomizace

Visit 4-Treatment Day 2 Név&téva 3-Den 16by 1

Visit 5-Treatment Day 3 Név&téva 4-Den 16&by 2

Visit 6-Treatment Day 4 Nav&téva 5-Den 16&by 3

Visit 7-Treatment Day 5 Név&téva 6-Den 16&by 4

Visit 8-Treatment Day 6

Navstéva 7-Den 1é¢by 5

Visit 9-Treatment Day 7 Névatéva 8-Den 16&by 6

Visit 10-Treatment Day 8 Névtéva 9-Den 16&by 7

Visit 11-Treatment Day 9

Navstéva 10-Den IéCby 8

Visit 12-Treatment Day 10 Névétéva 11-Den Iécby 9

Visit 13-Treatment Day 11 Névtéva 12-Den 16&by 10

Visit 14-Treatment Day 12

Navstéva 13-Den lécby 11

Visit 15-Treatment Day 13

Navstéva 14-Den 1éCby 12
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Visit 16-Treatment Day 14

Navstéva 15-Den l1éCby 13

Visit 17-24 h safety FU
Period (includes End of
Treatment (EOT))

Visit  18-Extended

Period

FU

Visit 19- Week 12

Navstéva 16-Den l1écby 14

Navstéva 17- 24h
bezpec€nostni obdobi
nasledného sledovani
(zahrnuje ukonCeni |éCby
(EQT))

Navstéva 18-RozSifené
obdobi nasledného
sledovani

Visit 20-Week 24

Navstéva 19-Tyden 12

Total per Study Subject
based on 14 days
treatment

*Inclusive of fees for completion of pregnancy testing
and MoCA.

Changes to the Table ‘Specific Procedures: CTs and
Angiograms’

To the below already agreed table in the Agreement the
following change is made with this Amendment:

-The item Supportive Data has been added:

For study subjects who become unevaluable for
neurological scales and potentially meeting the primary
endpoint, supportive images, if available, may be sent
to the imaging vendor for assessment by the Central
Event Committee. These supportive images are images
which are acquired as per site’s routine. A fee per
subject has been included in the table below to
compensate for the effort to provide the image(s) to the
imaging vendor. Any related courier costs related to
shipment of sch images are paid by Idorsia. No fee is
included for acquiring such images as the images, if
any, are acquired as per site’s routine practice and nor
requested to be acquired by the protocol.

Supportive Data Images fee will be included in the
overview of images due for payment sent to sites by
DrugDev. The site will submit an invoice for payment to
DrugDev.
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Navstéva 20-Tyden 24
Celkem za subjekt
klinického hodnoceni na
zakladé 14 denni lécby
*Veetné poplatkd za dokonéeni téhotenskych testl a
MoCA.

Zmény v _tabulce ‘Specifické postupy: CT a

angiogramy’

V nize uvedené dohodnuté tabulce je timto Dodatkem
provedena nasledujici zména ve Smlouve:

-Byla pfidana polozka Podpurna data:

Pro subjekty klinického hodnoceni, které z pohledu
neurologickych Skal nelze vyhodnotit a ktefi potencialné
splfuji primarni cilovy ukazatel (primary endpoint), Ize
poslat podplrné snimky dodavateli snimkovani pro
vyhodnoceni Centralni komisi, pokud jsou takové
snimky k dispozici. Tyto podpurné snimky jsou snimky,
které byly ziskdny v rdmci bé&Zné praxe pracovisté.
Poplatek za subjekt je uvedeny v tabulce niZe.
Obsahuje kompenzaci za praci s dorucenim
snimku/snimkd poskytovateli snimkovani. VeSkeré
souvisejici  kuryrni naklady spojené s dopravou
takovych snimkd hradi ldorsia. Za pofizeni takovych
snimk{ neni uvedeny poplatek, protoze snimky, pokud
existuji, se ziskavaji v souladu s béZnou praxi
pracovist¢ a jejich pofizeni neni pozadovano
protokolem.

Poplatek za snimky s podpUtrnymi daty bude zahrnuty v
prehledu snimk0 k proplaceni zaslaném na pracovisté
spole¢nosti DrugDev. Pracovisté odeSle fakturu k
proplaceni do DrugDev.
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deterioration

Fee for specific Poplatek za

procedure Fee specifické postupy | Poplatek

performed in| & currency Comment provadéné v|& ména Poznamka
accordance with souladu S

the Protocol protokolem

CTA prior to Either CTA or CTA pred Je provedeno bud
randomization DSA performed randomizaci (pouze CTA nebo DSA a
(early treatment and sent to the skupina s v€asnou odeslano dodavateli
group only) imaging vendor. Ié€bou) shimkovani.

DSA prior to Either CTA or DSA pred Je provedeno bud
randomization DSA performed randomizaci (pouze CTA nebo DSA a
(early treatment and sent to the skupina s v€asnou odeslano dodavateli
group only) imaging vendor. Ié€bou) shimkovani.

CT 24 hours prior CT 24 hodin pfed

to randomization randomizaci

CTA performed Either CTA or CTA provedené po Je provedeno bud
following an DSA performed epizodé  zhorSeni CTA nebo DSA a
episode of and sent to the neurologického odeslano dodavateli
neurological imaging vendor. stavu snimkovani.

DSA performed

following an
episode of
neurological

deterioration.

Either CTA or
DSA performed
and sent to the
imaging vendor.

DSA provedené po

epizodé  zhorSeni
neurologického
stavu.

Je provedeno bud
CTA nebo DSA a
odeslano dodavateli
snimkovani.

CT performed

CT provedené po

Images provided
to imaging vendor
as supportive
data. Fee paid per
subject for which
images are
submitted for.
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following an epizodé  zhor3eni

episode of neurologického

neurological stavu.

deterioration.

CT Day 16 post CT den 16 po

study drug nasazeni

initiation hodnoceného
Ié€ebného pfipravku

Supportive Data: Podptirna data:

Snimky poskytnuté
dodavateli

snimkovani jako
podpurna data.
Poplatek zaplaceny
za subjekt, pro ktery
jsou snimky
dodavany.
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