Amendment # 4

Dodatek # 4

to Clinical Trial Agreement

ke Smlouvé o klinické studii

Protocol No. RPC01-3204

Cislo protokolu: RPC01-3204

This amendment (“Amendment”) is made by

Tento dodatek (dale jen ,,dodatek®) se uzavira mezi:

Celgene International Il Sarl, a limited liability
company organized under the laws of Switzerland,
having its principal office at Route de Perreux 1, 2017

Boudry, Canton of Neuchatel, Switzerland (“Sponsor”)

Celgene International 11 Sarl, spole¢nosti s ruéenim
omezenym zalozenou podle pravniho fadu Svycarska, se
sidlem: Route de Perreux 1, 2017 Boudry, Kanton Neuchatel,

Svycarsko (déle jen “zadavatel”)

For the only purposes of signing this Amendment
Sponsor is represented by PSI CRO Czech Republic
s.r.0., having its registered place of business at V Parku
2343/24, 148 00 Praha 4 — Chodov, Czech Republic
(“CRO”)

Zadavatel je pouze pro ucely podpisu tohoto dodatku
zastoupen spolec¢nosti PSI CRO Czech Republic s.r.o., se
sidlem na adrese V Parku 2343/24, 148 00 Praha 4 — Chodov,

Ceska republika (déle jen ,,servisni organizace*)

and

Vojenska nemocnice Brno p.o with registered offices
at Zabrdovicka 3, 636 00 Brno, Czech Republic (the

"Institution')

Vojenska nemocnice Brno p.o se sidlem: Zabrdovicka 3,
636 00 Bro, Ceska Republika (dale jen ,.zdravotnické

zarizeni)

and

(together the “Parties”)

(dale jen souhrnné ,,smluvni strany*)

WHEREAS

VZHLEDEM K TOMU, ZE

(i)  The Parties entered into a Clinical Trial Agreement
with effective date 11-Jun-2018 related to the Study
RPCO01-3204 (the “Agreement”);

(i)  Strany uzaviely Smlouvu o klinické studii k datu nabyti
udéinnosti 11.6.2018 v souvislosti se Studii RPC01-3205 (dale

jen ,.smlouva‘);

(i)  The Parties now wish to amend the Agreement as
per the terms and conditions of the Amendment due to
the Study Protocol amendment # 6 dated on 16 March

2023, which results in:

(i)
uvedenych v dodatku v dasledku Dodatku ¢. 6 k Protokolu

Nyni si strany pteji doplnit smlouvu dle podminek

(Study Protocol amendment # 6) ze dne 16. biezna 2023, v

jehoz disledku je provedena:
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- Change in the number of visits: the visits will occur
every 24 weeks after the visit week 48 until week 264 (=

9 visits);

- Zmena poctu navstév: navstevy se uskuteéni kazdych 24
tydnl po navstéve ,, Tyden 48« (Week 48) po navstévu ,, Tyden
264 (Week 264) t.j. 9 navstev

- Change in procedures to be conducted, including:

(@) The vital signs are removed for visit “safety FU
90 days”

PFT has been added every 48 weeks after the
visit week 48 (=day 336)

OCT has been added every 48 weeks after the

(b)

(©
visit week 48 (=day 336) for all subjects
requiring ophthalmological monitoring

(d) PK blood sampling removed at visit week 36

(=day 252)

SARS-CQOV-2 has been added every 48 weeks

after the visit week 48 (=day 336)

(f) If the ECG at the ET/EOT visit shows a new

result, then an ECG should be

repeated at the 30-day visit.

(€)

abnormal

- Zmeéna v procedurach, které maji byt provedeny, véetné:

(2) méfeni vitalnich funkci, které se nevykonava na navstéveé
»dafety Follow Up 90 Days*;

ptidani plicniho vysetieni (PFT), které se bude vykonavat
kazdych 48 tydnt po navstéve ,, Tyden 48« (Week 48, Day
336);

ptidani o¢niho vysetieni (OCT), které se bude vykonavat

(b)

(©
kazdych 48 tydnu po navstéve ,, Tyden 48« (Week 48, Day
336) u pacientd, ktefi toto vySetieni vyzaduji;

(d) farmakokinetického odbéru (PK), ktery je vynat a

neuskuteciiuje se v navstéve ,, Tyden 36 (Week 36, Day

252);

(e) pfidani odbéru krve na sérologii SARS-CoV-2, ktery se

uskute¢nuje kazdych 48 tydnd po navstéveé ,,Tyden 48

(Week 48, Day 336);

(f) pfidani pozadavku povinného opakovani EKG na

bezpecnostni navstéveé ,,Safety Follow Up 30 Days*

v pfipade, ze EKG vykonané na navstéve ,,Pfed¢asného

ukonceni/Ukonceni Lécby“ (Early Termination/End of

Treatment) potvrdi nové abnormality.

And this will lead to budgetary changes.

A toto povede ke zménam v rozpo¢tu.

(iii) The Parties now wish to amend the Agreement as
per the terms and conditions of the Amendment due to

the address change of the Sponsor.

(iii)

dodatku z diivodu zmény adresy sidla zadavatele.

Strany si nyni pieji zménit smlouvu podle podminek

(iv) The Parties now wish to amend the Agreement as
per the terms and conditions of the Amendment due to
the address change of Sponsor’s EU Legal
Representative under article 19 of the EU Directive

2001/20/EC.

(iv) Strany si nyni pfeji zménit dohodu podle podminek
dodatku z divodu zmény adresy pravniho zastupce sponzora

v EU podle ¢lanku 19 smérnice EU 2001/20/ES.

The Parties agree as per the following:

Strany se dohodly nasledovné:

1. GENERAL

1. OBECNA USTANOVENI
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1.1 In this Amendment, unless expressly stated
herein, defined terms shall have the same meaning as in

the Agreement.

1.1 Pokud nebude vyslovné uvedeno jinak v tomto
dodatku, maji pojmy v ném uvedené stejny vyznam jako ve

smlouvé.

1.2
Amendment above and all other terms and conditions

The Parties agree to the terms of this

shall remain in full force and effect as per the current
terms of the Agreement. If there is a conflict between this
Amendment and

the Agreement or any earlier

amendment, the terms of this Amendment shall prevail.

1.2 Strany souhlasi s podminkami tohoto dodatku a
veskeré ostatni podminky zGstavaji v plné platnosti a u¢innosti
dle aktualnich podminek smlouvy. V piipadé rozporu tohoto
dodatku a smlouvy nebo pfedchozich dodatkt jsou urcujici

podminky tohoto dodatku.

1.3
effective as of the date of the last signature (the
“Effective Date”).

The Parties agree this Amendment shall be

1.3
dnem podpisu posledni znich (dale jen ,,datum nabyti

Strany se dohodly, ze tento dodatek nabyva t¢innosti

ucinnosti).

1.4 Signatures to this Amendment transmitted by
facsimile or captured via portable document format
(.pdf) shall have the same effect as the physical delivery

of the paper document bearing original signatures by

1.4 Podpisy tohoto dodatku dorucené faxem nebo ve
formatu pienosnych dokumentd (.pdf) maji stejnou ucinnost
jako osobné dorufené dokumenty v papirovéem formatu

podepsané fadné opravnénymi zastupci stran k datu nabyti

their duly authorized representatives as of the Effective | ucinnosti.

Date.

2. AMENDED PROVISIONS 2. DOPLNENA USTANOVENI

2.1 As from date of Protocol Amendment # 6 | 2.1 Strany se zavazuji k datu schvaleni Dodatku ¢. 6

country regulatory approval, the Parties hereby agree
that Annex # 1 to the Agreement shall be replaced in its
entirety with the new Annex # 1 attached to this

Amendment.

Kk Protokolu studie regulaénim ufadem nahradit P¥ilohu ¢. #1
smlouvy Vv celém rozsahu Piilohou ¢. #1 pfipojenou k tomuto
dodatku.

2.2

under the Agreement after the date of Protocol

The Parties agree that all services performed

Amendment # 6 country regulatory approval, shall
follow the Annex # 1 which was effective on the date

when the services were performed.

2.2 Strany se dohodly, ze veSkeré sluzby poskytnuté dle
smlouvy ptred datem schvaleni Dodatku ¢. 6 Protokolu
regulaénim Gfadem, se budou fidit Ptilohou ¢&. #1, ktera byla

ucinna k datu poskytnuti sluzeb.

2.3 As of the 5th of August, 2021 Celgene
International Il Sarl has changed its registered address,
therefore the Parties agree that the Preamble of the

Agreement and Section 14 “Notices” shall be amended

2.3 Ke dni 5. srpna 2021 spole¢nost Celgene

International II Sarl zménila své sidlo, proto se
strany dohodly na tom, Ze preambule smlouvy a
¢lanek 14 budou

smlouvy ,,Vyrozuméni‘
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to reflect the new registration address of Celgene

International 11 Sarl:

upraveny tak, aby reflektovaly novou adresu

sidla spole¢nosti Celgene International Il Sarl:

«Route de Perreux 1, 2017 Boudry, Canton of

Neuchatel, Switzerland»

«Route de Perreux 1, 2017 Boudry, Canton of

Neuchatel, Switzerland»

2.4 The Parties agree that section (g) of the
Preamble of the Agreement shall be amended to reflect
that the address of Sponsor’s EU Legal Representative
under article 19 of the EU Directive 2001/20/EC has
changed as follows: Celgene Europe BV having its
principal office at Orteliuslaan 1000, 3528 BD Utrecht,
The Netherlands.

2.4 Strany souhlasi stim, ze oddil (g) preambule
smlouvy bude upraven tak, aby reflektoval, ze
adresa sidla pravniho zéastupce zadavatele v EU
podle ¢lanku 19 smérnice EU 2001/20/ES se
zménila takto: Celgene Europe BV se sidlem na
adrese Orteliuslaan 1000, 3528 BD Utrecht,

Nizozemsko.

[Remainder of page intentionally left blank — signature

page follows]

[Zbytek strany byl ponechan prazdny — nasleduje podpisova

stranka]
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Executed by the authorized representatives of the Parties | Podepsano opravnénymi zastupci smluvnich stran.

PSI CRO Czech Republic s.r.o.
in the name of
CELGENE INTERNATIONAL Il SARL

Signed/Podpis: Signed/Podpis:

Name/Jméno: [ GzNR Name/Jméno: | EGzNR

Title/Pozice: by Power of Attorney/ na zakladé Title/Pozice: by Power of Attorney/ na zakladé
pIné moci pIné moci

Date/Datum: Date/Datum:

INSTITUTION / ZDRAVOTNICKE ZARIZENi

Signed/Podpis:

Name/Jméno: [ EGczG

Title/Pozice: Director/ feditel

Date/Datum:

READ AND ACKNOWLEDGED BY THE INVESTIGATOR/
ZKOUSEJICIi POTVRZUJE SEZNAMENI SE S DODATKEM

Signed/Podpis:

Name/Jméno: [ EGzG

Title/Pozice: Investigator/Zkousejici

Date/Datum;
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ANNEX 1/ PRILOHA 1
BUDGET AND PAYMENT TERMS & CONDITIONS / ROZPOCET A PLATEBNI PODMINKY

L
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