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AMENDMENT # 4
TO CLINICAL TRIAL AGREEMENT

Protocol # PRN1008-010 (DF117124)

This Amendment # 4 (“Amendment”), dated as of date of
last signature and effective as of date of publication of
Amendment in the Register of Contracts (“Effective
Date”) between

formerly named Principia Biopharma Inc., and formerly
located at 220 East Grand Avenue, South San Francisco,
California 94080, USA (“Sponsor”)

and

Fakultni nemocnice Brno, with a place of business at
Jihlavska 20, 625 00 Brno, Czech Republic, ID No.:
65269705, VAT No.: CZ65269705 (“Institution™)

and

XXX, of the Clinic of Internal Medicine — Hematology and
Oncology, Fakultni nemocnice Brno (“Principal
Investigator”).

WHEREAS, the Parties desire to modify the Clinical Trial
Agreement dated 30" April 2018, as amended on 16" May
2019 and 10 ™ December 2019 and 13" May 2021
(“Agreement”) for the clinical trial with Sponsor Drug
Rilzabrutinib  (PRN1008), encoded PRN1008-010
(DFI17124) entitled “An Adaptive, Open-Label, Dose-
Finding, Phase 1/2 Study Investigating the Safety,
Pharmacokinetics, and Clinical Activity of Rilzabrutinib
(PRN1008), an Oral BTK Inhibitor, in Patients with
Relapsed Immune Thrombocytopenia” (“Protocol”) to be
conducted at Institution (“Trial”) to involve patients
participating in the Trial (“Trial Subjects”).

WHEREAS, in accordance with Section 26 (Entire
Agreement) of the Agreement, the Parties desire to modify
the specific language and hence agree to the following
modifications to the Agreement:

1. Due to Protocol Amendment 15 version 1 dated 19
March 2021, Protocol title has changed from:

“An Adaptive, Open-Label, Dose-Finding, Phase 1/2 Study

DODATEK C. 4 KE SMLOUVE
O KLINICKEM HODNOCENI

Protokol & PRN1008-010 (DFI117124)

Tento dodatek ¢. 4 (,dodatek) ze dne pfipojeni
posledniho podpisu s Uc¢innosti ke dni uvetejnéni
dodatku v registru smluv (,,datum u¢innosti) se uzavira
mezi

vvvvvv

Inc, s predchozim sidlem 220 East Grand Avenue,
South San Francisco, Kalifornie 94080, USA
(“zadavatel”™)

a

Fakultni nemocnici Brno, se sidlem Jihlavska 20, 625
00 Brno, Ceskd republika, IC: 65269705, DIC:
CZ65269705 (“zdravotnické zatizeni”)

a

panem XXX Interni hematologické a onkologické
Kliniky Fakultni nemocnice Brno (“hlavni zkousejici”).

VZHLEDEM K TOMU, Zze strany chtéji zménit
smlouvu o klinickém hodnoceni ze dne 30. dubna 2018,
ve znéni dodatkt ze dne 16.kvétna 2019 a ze dne 10.
prosince 2019 a ze dne 13. kvétna 2021 (,,smlouva®) pro
klinické hodnoceni s hodnocenym 1é¢ivym ptipravkem
Rilzabrutinib (PRN1008) skoédem PRN1008-010
(DFI117124) s nazvem ,,Adaptivni, oteviené klinické
hodnoceni faze 1/2, hledajici davku, které zkouma
bezpecnost, farmakokinetiku a Klinickou aktivitu
Rilzabrutinibu (PRN1008), peroralniho inhibitoru BTK,
u pacientt s recidivujici idiopatickou trombocytopenii*
(,,protokol), které bude provadéno ve zdravotnickém
zatizeni (,,klinické hodnoceni) se zapojenim pacienti
do klinického hodnoceni (,,subjekty klinického
hodnoceni®).

VZHLEDEM K TOMU, Ze v souladu s &asti 26 (Uplna
smlouva) smlouvy chtéji strany upravit konkrétni znéni,
a proto souhlasi s nasledujicimi zménami smlouvy:

1. V dusledku dodatku protokolu ¢. 15 verze 1 ze dne
19. biezna 2021 se zménil nazev protokolu z:

, Adaptivni, oteviené klinické hodnoceni fiaze 1/2,

Investigating the Safety, Pharmacokinetics, and Clinical | hledajici  davku,  které  zkoumd  bezpecnost,
farmakokinetiku a klinickou aktivitu PRN21008,
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Activity of PRN1008, an Oral BTK Inhibitor, in Patients
with Relapsed Immune Thrombocytopenia”

TO

“An Adaptive, Open-Label, Dose-Finding, Phase 1/2 Study
Investigating the Safety, Pharmacokinetics, and Clinical
Activity of Rilzabrutinib (PRN1008), an Oral BTK
Inhibitor, in  Patients with Relapsed Immune
Thrombocytopenia ™.

2. As of 28 September 2020, Sponsor has changed its legal
name from “Principia Biopharma Inc” to ‘Principia
Biopharma, a Sanofi Company”. As of 01 April 2022,
Sponsor has changed its address from “220 East Grand
Avenue, South San Francisco, CA 94080” to “55
Corporate Drive, Bridgewater, NJ 08807”

a. Consequently any and all references to Sponsor’s
name and address shall refer to the following:

Principia Biopharma, a Sanofi Company
Corporate Drive, Bridgewater, NJ 08807

b. Section 32 (Notices) is amended to include the
updated Sponsor address as follows:

Principia Biopharma, a Sanofi Company
Corporate Drive, Bridgewater, NJ 08807, USA

3. The Attachment B (Financial Arrangement worksheet)
to the Agreement is updated to reflect additional costs due
to Protocol Amendment 15.0 version 1, dated 19 March
2021 (“Amended Protocol”) as attached to this
Amendment (“Attachment B - Financial Arrangements
worksheet”) and incorporated herein by reference. The
Attachment B (Financial Arrangements worksheet) to the
Agreement shall be deleted in its entirety and replaced with
such Attachment B effective as of the date of the Ethics
Committee approval of Amended Protocol in accordance
with the Applicable Law.

4. Defined terms used in this Amendment and not defined
herein will have the same meanings assigned such terms in
the Agreement.

5. All other provisions of the Agreement shall remain
unaltered and given full force and effect.

6. This Amendment embodies the entire agreement
between Sponsor, Institution and Principal Investigator
with respect to the amendment of the Agreement. In the
event of any conflict or inconsistency between the

peroralniho inhibitoru BTK, u pacientu s recidivujict
idiopatickou trombocytopenii *

NA

, Adaptivni, oteviené klinické hodnoceni fize 1/2,
hledajici  davku, které  zkouma  bezpecnost,
farmakokinetiku a klinickou aktivitu Rilzabrutinib
(PRN1008), perordlniho inhibitoru BTK, u pacientii s
recidivujici idiopatickou trombocytopenii .

2. Od 28. zati 2020 zménil zadavatel sviij obchodni
nazev z “Principia Biopharma Inc” na “Principia
Biopharma, a Sanofi Company“. Od 1. dubna 2022
zmeénil zadavatel Sponsor adresu svého sidla z,,220 East
Grand Avenue, South San Francisco, CA 94080 na ,,55
Corporate Drive, Bridgewater, NJ 08807

a. Z tohoto ditvodu se veskeré odkazy na jméno a
adresu zadavatele vztahuji k nasledujicim udajim:

Principia Biopharma, a Sanofi Company
Corporate Drive, Bridgewater, NJ 08807

b. Oddil 32 (Oznameni) se méni tak, aby
obsahoval aktualizovanou adresu zadavatele:

Principia Biopharma, a Sanofi Company
Corporate Drive, Bridgewater, NJ 08807, USA

3. Ptiloha B (Zaznam finan¢niho ujednani) ke smlouve
je aktualizovana, aby odrdzela dodatecné naklady v
disledku dodatku protokolu ¢. 15.0 verze 1 ze dne 19.
btezna 2021 (“Dodatkovany protokol”), jak jsou
pfipojeny k tomuto dodatku (“Pfiloha B - Zaznam
finan¢niho ujednani”) a zaclenény do néj formou
odkazu. Ptiloha B (Zaznam finan¢niho ujednani) ke
smlouvé je v plném rozsahu vymazana a nahrazena
touto ptilohou B, ktera je G¢inna Kk datu posledniho
schvaleni Dodatkovaného protokolu etickou komisi v
souladu s platnymi predpisy.

4. Definované vyrazy pouzivané v tomto dodatku a zde
nedefinované budou mit stejny vyznam, ktery maji ve
smlouve.

5. Ostatni ustanoveni smlouvy zlistavaji beze zmény a v
plné platnosti a i€innosti.

6. Tento dodatek predstavuje Uplnou dohodu mezi
zadavatelem, zdravotnickym zafizenim a hlavnim
zkousejicim ohledné tUpravy smlouvy. V piipadé
jakéhokoliv rozporu nebo nesouladu mezi ustanovenimi
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provisions of the Agreement and this Amendment, the | smlouvy a tohoto dodatku maji piednost ustanoveni
provisions of this Amendment shall control. tohoto dodatku.
[SIGNATURE PAGE FOLLOWS] [NASLEDUJE STRANA S PODPISY]
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Agreed to and accepted: / Souhlasim a pFijimam:

SPONSOR / ZADAVATEL INSTITUTION / ZDRAVOTNICKE ZARIZENI

Signature / Podpis

Signature / Podpis

Printed Name / Jméno hilkovym pismem

Printed Name / Jméno htlkovym pismem

DIRECTOR / REDITEL

Title / Pozice

Title / Pozice

Date / Datum

Date / Datum

PRINCIPAL IN\{ESTIGATOR/
HLAVNI ZKOUSEJICI

Signature / Podpis

XXX

Printed Name / Jméno hilkovym pismem

PRINCIPAL INVESTIGATOR / HLAVNI
ZKOUSEJICI

Title / Pozice

Date / Datum
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ATTACHMENT B

FINANCIAL ARRANGEMENTS WORKSHEET

FINANCE SUMMARY BOX

PRILOHA B
ZAZNAM FINANCNIHO UJEDNANI

SHRNUTI FINANCNICH ZAVAZKU

Invoice Currency: / Ména fakturace:
Payment Base: / Zaklad platby:
CRO Contracting Entity: / Smluvni subjekt CRO:

CZK /K¢
Visit-based / Dle navstévy
N/A

XXX

PI: xxxxx | Institution: Fakultni nemocnice Brno | Principia Biopharma Inc. | PRN1008-010 (DFI17124)
Doc Name: Global Amendment (CRO) | CTA Amendment 4 | Doc Final: 26.0ct2022 5/5




