)&l BeiGene

CTA/Project Agreement (MCTA) Budget Amendment
14July2021 version

CONFIDENTIAL

I

BeiGene

Dodatek k rozpo¢tu Smlouvy o klinické studii (CTA) /
Smlouvy o projektu (MCTA)
Verze ze 14. ¢ervence 2021

DUVERNE

AMENDMENT NO. 01 TO CLINICAL TRIAL
AGREEMENT

This amendment number 01 (“Amendment”), dated
as of the date on which it first becomes fully
executed by all parties hereto, is by and between:

BeiGene Switzerland GmbH, a Switzerland
limited liability company , with an address at
Aeschengraben 27 4051 Basel, Switzerland with a
VAT/ tax identification number of IE-3720010VH
(“Sponsor”)

and
Nephrology

clnic vseobecne rakulni reinociice v Praze with
an address at Praze 2, U Nemocnice 499/2 (the
“Investigator”)

and

VSeobecna fakultni nemocnice v Praze, with a
place of business, at 128 00 Praha 2, U Nemocnice
499/2 represented by

OO
I ((hc “‘Institution”)

and amends the Clinical Trial Agreement between
the parties hereto dated December 8, 2023 (the
“CTA”). Any capitalized term used, but not defined,
herein shall bear the same meaning ascribed to it in
the CTA. Sponsor, Investigator, and Institution are
sometimes referred to herein, individually, as a
“Party” or, collectively, as the “Parties.”

WHEREAS, the Parties have entered into the CTA
for the performance of a clinical study titled, “A
Phase 2/3, Multicenter, Randomized, Active-
Controlled, Open-label Study to Evaluate the
Efficacy and Safety of Zanubrutinib in Patients

DODATEK C. 01 KE SMLOUVE
O KLINICKE STUDII

Tento Dodatek ¢islo 01 (,Dodatek™) opatfeny
datem, kdy bude poprvé pIn¢ podepsany vsSemi
Smluvnimi stranami, je uzavien mezi:

spoleCnosti  BeiGene  Switzerland GmbH,
Svycarska spoleCnost s rucenim omezenym, s
adresou Aeschengraben 27 4051 Basel, évycarsko,
s DIC/dafiovym identifikaénim ¢&islem IE-
3720010VH (,,Zadavatel*)

a
I rologick

klinika VSeobecné fakultni nemocnice v Praze se

sidlem v Praze 2, U Nemocnice 499/2
(s»ZkousSejici*)
a

Vsieobecna fakultni nemocnice v Praze, se sidlem
128 00 Praha 2, U Nemocnice 499/2, zastoupena

(,,Zdravotnické zatizeni*)

a upravuje Smlouvu o klinickém hodnoceni mezi
Smluvnimi stranami této Smlouvy ze dne 8. prosinec
2023  (,,Smlouva®). Jakykoli pojem s velkym
pocateénim pismenem, ktery je zde pouzit, ale neni
definovan, ma stejny vyznam, jaky je mu piitazen ve
Smlouvé. Zadavatel, ZkousSejici a Zdravotnické
zatizeni jsou v tomto dokumentu nékdy uvedeny
zvlast’ jako ,,Smluvni strana“ nebo spole¢né jako
»Smluvni strany.*

VZHLEDEM K TOMU, Ze Smluvni strany
uzaviely Smlouvu pro provedeni klinické studie s
nazvem, “Multicentricka, = randomizovana,
aktivné kontrolovana, otevirena studie faze 2/3 k
vyhodnoceni ucinnosti a bezpecnosti
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With Primary Membranous Nephropathy” with
a Protocol number: BGB-3111-309 (the “Study”);

WHEREAS, in response to Study Protocol
amendment number 2.0, the Parties desire to amend
certain budgetary terms and conditions of the CTA,
as further described herein; and

NOW, THEREFORE, in consideration of the
mutual covenants contained herein, and intending to
be legally bound, the Parties hereby agree as
follows:

1. Effective as of December 11., 2023 Section
H. SCREENING FAILURE of Exhibit A,
Payment Terms and Budget, attached to the
CTA is deleted in its entirety and replaced
with the following:

H. SCREENING FAILURE

Reimbursement for screen failures will be at
the amount indicated on the screening visit
of the attached budget, not to exceed one (1)
screen failure will be paid at every one (1)
Subject Enrolled. Reimbursement will be
paid based on order of failures completed.
Written pre-approval from Sponsor is
required for any screening failure
reimbursement beyond ratio.

To be eligible for reimbursement of a
screening visit, completed screening CRF
pages must be submitted to Payor along
with any additional information, which may
be requested by Payor to appropriately
document the subject screening procedures.

zanubrutinibu u
membranovou nefropatii”
BGB-3111-309 (,,Studie®);

pacienti s  primarni
S Cislem Protokolu:

VZHLEDEM K TOMU, v reakci na zménu
Protokolu Studie ¢islo 2.0, si Smluvni strany pieji
zmenit nekteré rozpoctové podminky Smlouvy, jak
je dale popséano v tomto dokumentu; a

NYNI, PROTOZE, s ohledem na vzajemné dohody
obsazené v této smlouveé a S imyslem byt pravné
vazéany se Smluvni strany timto dohodly takto:

1. Scinnosti k 11. prosinci 2023, oddil H.
SELHANI SCREENINGU Piilohy A,
Platebni podminky a rozpocet, pfipojeny ke
smlouvé jako Pfiloha A, se rusi v plném
rozsahu a nahrazuje se nasledujicim:

H. SELHANI SCREENINGU

Platby za subjekty klinického hodnocent,
které neprojdou screeningem, se budou
zakladat na ¢astce uvedené u screeningové
navstévy prilozeného rozpoctu a nesmi
prekrocit jedno (1) selhani screeningu na
kazdy jeden (1) zatazeny subjekt. Platba
bude hrazena podle potradi dokoncenych
netspéSnych vstupnich vysSetieni. Pro
Uhradu jakéhokoli nelspésného vstupniho
vySetfeni nad tento pomér je vyzadovan
pfedbézny souhlas zadavatele v pisemné

formé.
Za uUcelem tUhrady za screeningovou
navstévu musi byt platci  predlozeny

dokoncené CRF stranky screeningu spolu s
jakymikoli dal$imi informacemi, které si

platce mize vyzadat, aby fadné
dokumentoval predmétné screeningové
procedury.
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2. The budget tables in Section L. of the
Payment Terms and Budget, attached to the
CTA as Exhibit A, are deleted and replaced
in their entirety by the revised budget tables
attached hereto as Attachment 01 to
Amendment No. 01 and incorporated herein
by reference.

3. Date of Entry into Force. This Amendment
is executed as of the date on which it first
becomes signed by all Parties and is
effective as of the date of its publication in
contract registry.

Except as expressly provided in this Amendment,
the terms and conditions of the CTA shall remain in
full force and effect. This Amendment may be
executed in any number of counterparts and/or
electronically, including by portable document
format (“.pdf”), each of which will be deemed to be
an original and all of which together will constitute
one and the same instrument. A portable document
format (“.pdf”) copy of this Amendment, including
the signature pages, will be deemed an original.

[Signature page to follow]

2. Rozpoctové  tabulky v Oddile L.
v Platebnich podminkdch a rozpoctu,
ptipojenych ke Smlouv¢ jako Ptiloha A, se
rusi avplném rozsahu se nahrazuji
revidovanymi rozpoc¢tovymi tabulkami,
které jsou pfipojeny jako Priloha 01
k Dodatku ¢ 01 a jsou zde zacdlenéna
formou odkazu.

3. Datum nabyti platnosti. Tento Dodatek
vstupuje v platnost dnem podpisu vSemi
smluvnimi stranami a nabyde uc¢innosti
dnem uvefejnéni Vv centralnim registru
smluv.

S vyjimkou piipadi vyslovné uvedenych v tomto
Dodatku zistavaji podminky Smlouvy v plné
platnosti a ucinnosti. Tento Dodatek mize byt
vyhotoven v libovolném poctu stejnopisti a/nebo
elektronicky,  vcetn¢  formatu  prenosného
dokumentu (,,.pdf*), pfi¢emz kazdy z nich bude
povazovan za origindl a vSechny dohromady budou
tvofit jeden a tentyz platny dokument. Za original se
povazuje kopie tohoto Dodatku ve formatu
prenosného dokumentu (5.pdf), veetné
podpisovych stran.

[Podpis dalsi strana]
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IN WITNESS WHEREOF, this Amendment is
agreed to and accepted by:

NA DUKAZ CEHOZ, Dodatek

odsouhlasen a ptijat:

je tento

ZDRAVOTNICKE ZARIZENI / INSTITUTION

By / Podpis:

Name / Jméno: I
|

Title / Funkce: [

Date / Datum:

ZKOUSEJICI / INVESTIGATOR

By / Podpis:
Name / Jméno: I
Title / Funkce: Zkousejici/ Investigator

Date / Datum:

BeiGene Switzerland GmbH

By / Podpis:
Name / Jméno: | G

Title / Funkce: I
I

Date / Datum:
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ATTACHMENT 01/ PRILOHA 01
(budget tables to follow / nasledujt rozpoctové tabul’ky)
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Dodatek k rozpo¢tu Smlouvy o klinické studii (CTA) /

DUVERNE

Part 2 Groups A & B / Cast 2, skupiny Aa B

Subject Visit Summary / Prehled navstév subjektu

Initial Screening / Uvodni screening

Run-In Period/ Confirmation Assessment / Zavadéci
obdobi / posouzeni potwrzeni

W1D1/TiD1

W2/ T2

W4/ T4

W12/ T12

W24 /124

W36/ T36

W52/ 152

W65D1 / T65D1

W68 Safety Follow-Up / T68 Bezpecnostni kontrolni
navstéva

W76/ T76

W90 /T90

EOT

W104 / T104

Total / Celkem

Invoiced/Conditional / Fakturovano/podminéné
Screening Failure / NeUspésné vstupni vySetfeni
Run-In Period/ Confirmation Assessment Failure /
Zavadéci obdobi / nelspéSné posouzeni potvrzeni

Unscheduled / Neplanovano

Screening Failure(s) / NetispésSné (neuspésna) vstupni vysetreni

Site will be reimbursed the total cost of the Screening visit and Run-in Period/Confirmation
Assessment visit, if completed, plus applicable invoiceable procedures up to a maximum of 1:1
Failures (1 failure payment for every 1 patient randomized), paid based on order of failures
completed. Written pre-approval by Sponsor is required for any screening failure
reimbursement beyond ratio. / Pracovisti budou uhrazeny celkové naklady na screeningovou
navstévu a zavadéci obdobi / navstévu s posouzenim potwrzeni, pokud byla dokonéena, plus
pfislusné fakturovatelné postupy az do maximalniho poctu 1 : 1 selhani (1 platba za nedspésné
vstupni vy$etfeni na kazdého 1 randomizovaného pacienta), hrazena podle poradi
dokonéenych neuspésnych vstupnich vySetfeni. Pro uhradu jakéhokoli netispésného
vstupniho vySetfeni nad tento pomér je vyZzadovan pfedbézny souhlas zadavatele v pisemné
formé.

Unscheduled / Neplanovano

Unscheduled visit(s) will be reimbursed per individual procedures and staff time completed. In
order to be reimbursed, site is required to submit a detailed invoice and supporting
documentation. / Neplanované navstévy budou hrazeny dle jednotlivych postupt

a odpracovaného ¢asu personalu. Aby mohla byt ¢astka proplacena, musi pracovisté predlozit
podrobnou fakturu a podplrnou dokumentaci.
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Part 2 Group C / Cast 2, skupina C

Subject Visit Summary / Prehled navstév subjektu

Initial Screening / Uvodni screening

Run-In Period/ Confirmation Assessment / Zavadéci
obdobi / posouzeni potwrzeni

W1D1/TiD1

W2 /T2

W4/ T4

W12/ T12

W24/ T24

W36 / T36

W52/ T52

W65D1 / T65D1

W68 Safety Follow-Up / T68 Bezpecnostni kontrolni
navstéva

W76/ T76

W90 /T90

EOT

W104 / T104

Total / Celkem

Invoiced/Conditional / Fakturovano/podminéné
Screening Failure / Nelspésné vstupni vySetfeni
Run-In Period/ Confirmation Assessment Failure /
Zavadéci obdobi / neuspésné posouzeni potwrzeni
Optional Visit / Nepovinna navstéva

Unscheduled / Neplanovano

Screening Failure(s) / Nelispésné (neuspésna)
vstupni vySetieni

Site will be reimbursed the total cost of the Screening visit and Run-in Period/Confirmation
Assessment visit, if completed, plus applicable invoiceable procedures up to a maximum of 1:1
Failures (1 failure payment for every 1 patient randomized), paid based on order of failures
completed. Written pre-approval by Sponsor is required for any screening failure
reimbursement beyond ratio. / Pracovisti budou uhrazeny celkové naklady na screeningovou
navstéwu a zavadéci obdobi / navitéwu s posouzenim potwrzeni, pokud byla dokonéena, plus
prislusné fakturovatelné postupy az do maximainiho poctu 1 : 1 selhani (1 platba za neuspésné
vstupni vySetfeni na kazdého 1 randomizovaného pacienta), hrazena podle pofadi
dokongenych neuspésnych vstupnich vySetfeni. Pro Ghradu jakéhokoli netispéSného
vstupniho vySetfeni nad tento pomér je wZadovan predbézny souhlas zadavatele v pisemné
formé.

Unscheduled / Neplanovéano

Unscheduled visit(s) will be reimbursed per individual procedures and staff time completed. In
order to be reimbursed, site is required to submit a detailed invoice and supporting
documentation. / Neplanované navétévy budou hrazeny dle jednotlivych postupt

a odpracovaného €asu personalu. Aby mohla byt ¢astka proplacena, musi pracovisté predlozit
podrobnou fakturu a podplrnou dokumentaci.
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PATIENT PROCEDURES (Subject Number and Day/Date of Visit must be documented on the
invoice) / POSTUPY TYKAJICi SE PACIENTA (na faktufe je treba uvést &islo subjektu

a den/datum navstévy)

INVOICE - The costs of medical procedures (INV procedures) are not included in the remuneration for
VISITS and where it may be required by the Protocol, will be reimbursed in the amounts as indicated. *
Review and approval will be based on subject procedures/activities that have been entered in EDC. /
FAKTURACE - Ceny lékarskych postupti (FAKT postupti) nejsou zahrnuty do odmény za NAVSTEVY. Kde
to vyZaduje protokol, hradi se na zakladé uvedenych ¢astek. « Kontrola a schvaleni bude vychazet

z postupt/aktivit tykajicich se subjekti zadanych do EDC.

Study Procedures and Non-Procedures / Postupy
a nepostupy studie

Estimated Frequency
/ Odhadovana
cetnost

Site Cost Per
Unit / Jednotkové
néaklady
pracovisté

Notes / Poznamky

ECG w/ Interpret. & Report / EKG s interpretaci a zpravou

Laboratory Assessments / Laboratorni hodnoceni

Local: COVID-19 / Mistni: COVID-19

Local: Tb Test, T-SPOT / Mistni: Test na TBC, T-SPOT

Local: Tb Test, quantiFERON TB gold test / Mistni: Test na
TBC, test quantiFERON TB gold

Local: Serum Pregnancy Test, Quantitative / Mistni:
Téhotensky test ze séra, kvantitativni

Local: Urine Pregnancy Test, Qualitative / Mistni: Téhotensky
test z modi, kvalitativni

Local: HBsAg / Mistni: HBsAg

Local: HBCAB / Mistni: HBCAB

Local: HBsAB / Mistni: HBsAB

Local: HCV antibody / Mistni: Protilatky proti HCV

Local: HBV DNA by PCR / Mistni: HBV DNA pomoci PCR

Radiographic Imaging / Rentgenovy snimek

CT Scan - Chest w/ Contrast / CT sken — hrudnik s kontrastni
latkou

Chest X-Ray / Rentgenové vysSetfeni hrudniku

Tumor Biopsy / Biopsie nadoru

Renal Biopsy / Rendlni biopsie

Hospitalization (Overnight Stay) / Hospitalizace (pfes noc)

Local Sourcing / Mistni zdroje

Local Sourcing: Rescue Therapy as Described in Protocol /
Mistni zdroje: Zachranna Iécba, jak je popsana v protokolu

Local Sourcing: Urine HCG Strips For Patient Home Pregnancy
Test / Mistni zdroje: Stripy HCG pro domaci téhotensky test
pacientek z moci

Patient Reimbursement / Uhrada pacienta

Patient Daily Reimbursement (Meals/Travel) / Denni Uhrada
pacienta (jidlo/cestovani)
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Summary Start-Up & Fixed Fees / Souhrnny zahajovaci a fixni poplatek

Payment Terms: / Platebni podminky:

Start-Up Fees: Upon contract receipt and execution of contract a start-up fee will be made after receipt, review, and approval by Sponsor (or its
designee) of original invoices and appropriate documentation, a one-time payment will be made as designated in the below Start-Up Fee Table. /
Zahajovaci poplatky: Po obdrzeni smlouvy a jejim podepsani bude uhrazen zahajovaci poplatek, poté co zadavatel (nebo jim povéfena osoba) obdrzi,
zkontroluje a schvali origindly faktur a pfisluSnou dokumentaci. Poplatek se hradi jako jednorazova platba ve vy$i uvedené niZe v tabulce zahajovacich

poplatku.

Other Fixed Fees/Invoiceable/Pass-through items: Payment(s) will be made as designated in the below Other Fixed Fee Table. Reimbursement will be
made after receipt, review, and approval by Sponsor (or its designee) of original invoices and appropriate documentation. / Ostatni fixni poplatky /
fakturovatelné polozky / prefakturované polozky: Platby budou hrazeny, jak je uréeno nize v tabulce ostatnich fixnich poplatkti. Uhradu provede zadavatel
(nebo jim povérena osoba) po obdrzeni, kontrole a schvaleni originall faktur a pfislusné dokumentace.

Start-Up Fees (One-Time Flat Rate) / Zahajovaci
poplatky (jednorazova pausaini sazba)

Site Start-Up Fee / Zahajovaci poplatek pro pracovisté

Pharmacy Set-Up Fee / Zahajovaci poplatek pro
lékarnu

Start-Up Total / Zahajovaci poplatky celkem| I |

Fixed Fees and Close-Out Fees / Fixni poplatky

a poplatky za ukonéeni studie Frequency / Cetnost

Pharmacy Maintenance Fee (annually) / Udrzovaci
poplatek pro lékarnu (ro¢ni)

Records Retention/Archiving Storage / Uchovavani
zéznamU/archivace

Protocol Amendment Fee (Sponsor-Initiated) /
Poplatek za zménu protokolu (iniciovanou
zadavatelem)

Fixed Fees and Close-Out Fees Total / Celkem fixni
poplatky a poplatky za ukonceni studie

Site Unit Cost /
Jednotkové néklady
pracovisté

. . Site Total /
Estimated Units / - a
- Pracovisté Notes / Poznamky
Odhadované jednotky
celkem
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