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AMENDMENT No. 1 TO CLINICAL TRIAL

DODATEK €. 1 KE SMLOUVE O KLINICKEM
HODNOCENI

AGREEMENT
This Amendment to Clinical Trial
Agreement (“Amendment”) is between
. Revmatologicky ustav, state budgetary

organization, having a place of business at Na
Slupi 450/4, Praha 2 — NovéMésto, 128 00 Praha
2, Czech Republic, Identification Number:
00023728, Tax Identification Number:
CZ00023728, represented by prof. MUDr. Karel
Pavelka, DrSc., Director (the “Institution”); and

. IQVIA RDS Eastern Holdings GmbH,
having a place of business at Stella-klein-L6-Weg
15, Rund 4, Haus B, OG 5, 1020 Vienna, Austria
(“IQVIA”); and

. GlaxoSmithKline Research &
Development Limited, having a place of
business at 980 Great West Road, Brentford,
Middlesex, TW8 9GS, UK (“Sponsor”).

(each a “Party” and together the “Parties”.)

and will become effective as of the date of last
signature and publishing in the Agreements
Register.

Tento Dodatek ke smlouvé o klinickém
hodnoceni (dale jen ,Dodatek”) se uzavira mezi

. Revmatologicky ustav, statni pfispévkova
organizace, se sidlem Na Slupi 450/4, Praha 2 —
Nové Mésto, 128 00 Praha 2, Ceska republika,
Identifikacni Cislo: 00023728, Danové identifikacni
Cislo: CZ00023728, zastoupeny prof. MUDr. Karlem

Pavelkou, DrSc., Ffeditelem (,Zdravotnické
zafizeni“); a
. IQVIA RDS Eastern Holdings GmbH, se

sidlem Stella-Klein-Low-Weg 15, Rund 4, Haus B,
OG 5, 1020 Viden, Rakousko (,IQVIA®); a

. GlaxoSmithKline Research &
Development Limited, se sidlem 980 Great West
Road, Brentford, Middlesex, TW8 9GS, Spojené
kralovstvi (,Zadavatel).

(kazda samostatné jako ,Strana“ a spole¢né jako
“Strany”.)

a nabyva uGcCinnosti k datu posledniho
podpisu a uverejnéni v registru smluv.

WITNESSETH:

UVODNIi USTANOVENI:

WHEREAS, IQVIA, Institution and
Sponsor are parties to an agreement entitled
Clinical Trial Agreement for Protocol “A 24-week,
phase 3, multicentre, randomised, double-blind,
efficacy and safety  study, comparing
GSK3196165 with placebo and with sarilumab, in
combination ~ with  conventional  synthetic
DMARDs, in participants with moderately to
severely active rheumatoid arthritis who have an
inadequate response to biological DMARDs
and/or Janus Kinase inhibitors” effective as of
9 December 2019 (the “Agreement”), and the
parties desire to amend such Agreement;

Spole¢nost IQVIA, Zdravotnické zafizeni a

Zadavatel jsou smluvnimi stranami smlouvy
snazvem  Smlouva o klinickém  hodnoceni
k Protokolu L24tydenni, multicentrické,
randomizované,  dvojité  zaslepené  klinické

hodnoceni faze 3 posuzujici ucinnost a bezpe&nost
pfipravku GSK3196165 v porovnani s placebem a
sarilumabem v  kombinaci s konvenénimi
syntetickymi chorobu modifikujicimi
antirevmatickymi Iéky (DMARD) u pacientd se
stfedni az vysokou aktivitou revmatoidni artritidy,
ktefi vykazuji nedostate¢nou odpovéd na biologické
DMARD a/nebo inhibitory Janusovych kinaz® a&inné
k 9. prosinci 2019 (dale jen ,Smlouva®), a pfeji si
Smlouvu upravit.

WHEREAS, the Budget shall be amended
due to Protocol Amendment version 2 dated
21/Jan/2020.

Rozpocet se upravuje podle Dodatku
k protokolu verze 2 z 21. 1. 2020.
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NOW THEREFORE, in consideration of
the mutual promises and covenants set forth
herein, and other good and valuable
consideration, the receipt and sufficiency of which
is hereby acknowledged, the parties hereby agree
to amend the Agreement as follows:

Po zvazeni vzajemnych zavazkul a pfislibu
uvedenych vtomto Dodatku a dalSich Fadnych a
hodnotnych protiplnéni, jejichz pfijeti a dostateCnost
je timto potvrzena, se strany dohodly na zméné
Smlouvy takto:

1. Budget

1. Rozpocet

The Budget shall be amended due to Protocol
Amendment version 2 dated 21/Jan/2020
Therefore, the budget is hereby amended as
follows:

= Deleted single ECG from EoT W24 and
added triplicate at this timepoint

= Added Tuberculosis testing to conditional
for Unscheduled TB testing based on
protocol section 8.2.7.2

* Budget update

Home- dosing Visits

Iffwhen GSK3196165 becomes available in a pre-
filed syringe (PFS), Study subjects may be
permitted to receive some of their sub- cutaneous
injections (SC Injection) at home for the visits
listed in below table “Home- dosing Visits Budget
table® If a Study subject receives a SC injection at
home, the visit will be paid according to “Home-
dosing Visits Budget Table“ and will not be paid
according to the “Budget table “.

TOTAL AMOUNT
PER visiT (OH
INCL.)

VISIT

Total

Cost per Subject

(including Overhead) 4 830,00

Rozpocet se upravuje podle Dodatku k protokolu
verze 2 z 21. 1. 2020. Rozpocet se tedy méni takto:

=  Vypousti se jeden EKG na navstévé EoT
v 24. tydnu a nahrazuje se trojim EKG ve
stejném Casovém bodé.

= Do ukon( provadénych podle potfeby se
pfidava neplanovany test na tuberkul6zu
podle bodu 8.2.7.2 protokolu.

= Uprava rozpoétu

Navstéva s podani léku v domacim prostredi
Pokud bude GSK3196165 k dispozici v pfedplnéné
injekéni  stfikaéce (PFS), muze byt studijnim
subjektlim povoleno aplikovat si nékteré z jejich
podkoznich injekci (SC Injection) doma v ramci
navstév uvedenych v tabulce ,Tabulka rozpoctu pro
navstévy s podani léku v domacim prostiedi® ,,Pokud
si subjekt studie aplikuje podkozni injekci doma,
bude navstéva uhrazena podle, Tabulka rozpoctu
pro navstévy s podani léku v domacim prostfedi “a
nebude vyplacena podle Rozpoctu “.

CELKOVA GASTKA
ZA NAVSTEVU
(VEETNE REZIJNICH
NAKLADU)

NAVSTEVA

Celkova ¢astka na
pacienta (véetné rezijnich
nakladi)

4 830,00

The Budget is hereby deleted in its entirety and
replaced by the attached Budget.

Rozpocet se timto zcela vypousti a nahrazuje se
pfiloZenym Rozpod&tem.
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2. Attachment A

2. Priloha A

a) Due to Protocol Amendment, the list of
conditional procedures is hereby
amended as follows:

The following conditional procedure costs will be
reimbursed on a pass-through basis upon receipt
of an original invoice in the amount indicated in the
table below (which includes overhead). Subject
number and visit dates must be included on the
invoice for payment to be issued.

a) V dusledku Dodatku k protokolu se
seznam ukon( provadénych podle potieby
upravuje nasledovné:

Nasledujici ukony podle potfeby budou hrazeny
prefakturaci po obdrzeni originalu faktury vystavené
na ¢astku ve vysi uvedené v tabulce nize (ktera jiz
zahrnuje rezijni naklady). Aby mohla byt platba
uskuteénéna, musi faktura obsahovat ¢islo Subjektu
a data navstév.

e CONDITIONAL PROCEDURES (WITH
INVOICE)

« UKONY PROVADENE PODLE POTREBY
(NA ZAKLADE FAKTURY

Total Amount in

Procedure C7K

x
o
=]

Celkem K¢é
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b) Due to the recruitment pause announced by
Sponsor in March 2020, the “SCREENING
FAILURE” language is hereby amended as
follows:

SCREENING FAILURE

Reimbursement for screen failures will be at the
amount indicated on the screening visit of the

attached budget, not to exceed 01 (one) screen
failure(s) paid per i subject(s)

randomized.

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

b) V dlsledku zastaveni naboru ohlaSeného
Zadavatelem v bfeznu 2020 se znéni ,NAVSTEVY
VYHODNOCENE JAKO ,SCREENING FAILURE*
upravuje nasledovné:

NAVSTEVY VYHODNOCENE JAKO
»SCREENING FAILURE*

Uhrady za navstévy definované jako ,screen
failures” budou uskute¢nény v ¢astkach uvedenych
pro screeningovou navstévu dle pfipojeného
platebniho rozvrhu, uhrada nepiekro€i jeden pfipad
(1) ,screen failure“ na kazdé i

randomizované Subjekty studie.

Podminkou opravnénosti naroku na uhradu platby
za screeningovou navstévu je, ze spolecnosti
IQVIA budou predlozeny fadné vyplnéné
screeningové formulare CRF, jakoz i jakékoli
dodate¢né informace, jez mohou byt pozadovany
ze strany IQVIA za u¢elem fadného prokazani
provedeni pfedepsanych screeningovych postupu.

The estimated value of financial payment
under this Agreement shall be approximately CZK
2008 000.

Pfedpokladana hodnota finanéniho plinéni
dle této Smlouvy Cini pfiblizné 2 008 000 K&.
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All terms and conditions of the Agreement VSechna ustanoveni a podminky Smiouvy,
not expressly amended by this Amendment | které nejsou timto Dodatkem vyslovné zménény,
remain in full force and effect. zUstavaji platné a ucinné v plném rozsahu.

IN WITNESS WHEREOF, this NA DUKAZ TOHO byl tento Dodatek
Amendment has been executed by the parties | uzavien smluvnimi stranami prostfednictvim jejich
hereto through their duly authorized officers on the | opravnénych zastupcu k datu uvedenému (datlim
date(s) set forth below. uvedenym) nize.
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ACKNOWLEDGED AND AGREED BY IQVIA RDS Eastern Holdings GmbH / NA DUKAZ SOUHLASU
PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE IQVIA RDS Eastern Holdings GmbH

By/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

Signed by IQVIA RDS Eastern Holdings GmbH, under a Power of Attorney dated 8 August 2019, in
the name of GlaxoSmithKline Research & Development Limited / Podepsdno IQVIA RDS Eastern
Holdings GmbH, na zdkladé Plné moci vystavené dne 8. srpna 2019, jménem GlaxoSmithKline
Research & Development Limited

Name/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

ACKNOWLEDGED AND AGREED BY INSTITUTION: / NA DUKAZ SOUHLASU PRIPOJUJE SVUJ PODPIS
OPRAVNENY ZASTUPCE Zdravotnického zafizeni:

By/ Jméno: prof. MUDr. Karel Pavelka, DrSc.
Title/ Funkce: Director / Reditel
Signature/ Podpis:
Date/ Datum: 25.11.2020
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BUDGET

ROZPOCET

Visit

Amount in CZK

—

Total Cost per Subject
(including Overhead)

\I
N
o
w
o
o
o

Navstéva

Castka v Ké

Q.

T

Celkova castka za
pacienta (v€etné rezijnich
nakladu)

\I
N
o
w
o
o
o

Other Visits

Total Amount ( OH

incl.) in CZK

Ostatni navstévy

Celkova ¢astka
(v€. rezijnich
nakladt) v Ké
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