AMENDMENT No 1 TO CLINICAL TRIAL
AGREEMENT

DODATEK ¢&. 1 KE SMLOUVE
O KLINICKEM HODNOCENI

This Amendment to Clinical Trial Agreement
(“Amendment”) is between

Fakultni nemocnice Brno, having a place of
business at Jihlavska 20, 625 00 Brno, Czech
Republic, Identification number: 65269705, Tax
identification number: CZ65269705, represented by
prof. MUDr. Jaroslav Stérba, Ph.D., Director (the
“Institution”); and

IQVIA RDS Czech Republic s.r.0., having a place
of business at Pernerova 691/42, 186 00 Praha 8 -
Karlin, Czech Republic, Identification number:
24768651, Tax identification number: CZ24768651,
represented by Ing. Eva Falbrova, Managing
Director (“IQVIA”); and

Verona Pharma plc, having a place of business at 3
More London Riverside, London, SE1 2RE, UK
(“Sponsor”)

, born L
Pulmonary Diseases and

Tuberculosis, Fakultni nemocnice Brno
(,,Investigator)

and is effective as of ||| GGG

Tento Dodatek ke Smlouve o klinickém
hodnoceni (dale jen ,,Dodatek*) se uzavira mezi

Fakultni nemocnice Brno, se sidlem Jihlavska
20, 625 00 Brno, Ceska republika, Identifikagni
¢islo: 65269705, Danové identifikacni Cislo:
CZ65269705,  zastoupend  prof. MUDr.
Jaroslavem Stérbou, Ph.D., feditelem
(,,Zdravotnické zarizeni); a

IQVIA RDS Czech Republic s.r.o., se sidlem
Pernerova 691/42, 186 00 Praha 8 - Karlin, Ceska
republika, Identifikacni ¢islo: 24768651, Danové
identifikacni ¢islo: CZ24768651, zastoupeny Ing.
Evou Falbrovou, jednatelkou (,,IQVIA®); a

Verona Pharma plc, se sidlem 3 More London
Riverside, London, SE1 2RE, Spojené kralovstvi
(,,Zadavatel®)

I - I

Kliniky nemoci plicnich a tuberkulézy Fakultni
nemocnice Brno (,,Zkousejici*).

a s u¢innosti od _

WITNESSETH:

UVODNI USTANOVENI:

WHEREAS, IQVIA, Institution, Investigator and
Sponsor are parties to an agreement entitled Clinical
Trial Agreement  for Protocol “A Phase IlI
Randomized, Double-Blind, Placebo-Controlled
Study to Evaluate the Efficacy and Safety of
Ensifentrine over 24 Weeks (With a 48-Week Safety
Subset) in Patients with Moderate to Severe Chronic
Obstructive Pulmonary Disease.” dated as of 18
Mar 2021 (collectively the “Agreement”), and the
parties desire to amend such Agreement;

VZHLEDEM K TOMU, ze spole¢nost IQVIA,
Zdravotnické zafizeni, Zkousejici a Zadavatel
jsou smluvnimi stranami smlouvy S nazvem
Smlouva o klinickém hodnoceni k Protokolu
»Randomizované, dvojité zaslepené, placebem
kontrolované  klinické  hodnoceni  faze Il
K posouzeni ucinnosti a bezpecnosti ensifentrinu
po dobu 24 tydni (se 48tydennim dilcim
souborem K posouzeni bezpecnosti) u pacientii se
stredné zavaznou azZ zavaznou chronickou
obstrukcni plicni nemoci.” ze dne 18. biezna
2021, (spolecné dale jen ,,Smlouva®) a strany si
pteji tuto Smlouvu upravit;
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WHEREAS, IQVIA, Institution, Investigator and
Sponsor desire to amend the ATTACHMENT A,
BUDGET AND PAYMENT SCHEDULE of the
Agreement, at SECTION E. Screening Failure to
change the screening failure reimbursement
condition due to delays in screening and higher than
expected screen failure rate due to the COVID-19
pandemic and beyond Site’s control;

VZHLEDEM K TOMU, ze spolec¢nost IQVIA
a Zdravotnické zafizeni, ZkouSejici a Zadavatel Si
preji v PRILOZE A, ROZPOCET
A PLATEBNI PREHLED Smlouvy, v CASTI
E. SUBJEKTY, KTERE NEPROJDOU VSTUPNIM
VYSETRENIM (,,SCREENING FAILURE®) zménit
podminku whrady pro pfipad neuspésného
screeningu pacienta kvili zpozdénim vstupniho
vySetfeni a vyS$§i mife neuspéSného screeningu
nez byla o¢ekavana z divodu pandemie COVID-
19 a situaci bez moznosti ovlivnéni Zdravotnicky
zafrizenim;

WHEREAS, IQVIA, Institution, Investigator and
Sponsor desire to add the new section to the
ATTACHMENT A, BUDGET AND PAYMENT
SCHEDULE of the Agreement, titled: SECTION
X, Reimbursement for extra resource and

activities performed during period of screening
(*) to recruit Subjects either
on no maintenance therapy or patients on LAMA
or LABA monotherapy

VZHLEDEM K TOMU, ze spole¢nost IQVIA
a Zdravotnické zafizeni, Zkousejici a Zadavatel Si
pfeji piidat do PRILOHY A, ROZPOCET
A PLATEBNiI PREHLED Smlouvy novy oddil
snazvem: ODDIL X, Uhrada za dal¥i zdroj
a ¢innosti provadéné béhem obdobi vstupnich
vysetieni (GGG 22 acelem
naboru Subjektd bud’ bez udrzovaci 1écby,
nebo pacienti na monoterapii LAMA nebo
LABA

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:

NYNI PROTO po zvazeni vzajemnych zavazki a
pfislibi uvedenych v tomto Dodatku a dalSich
fadnych a hodnotnych protiplnéni, jejichZ piijeti a
dostate¢nost je timto potvrzena, se strany dohodly
na zmeéné Smlouvy takto:

Effective as of the period from date of First
Subject First Visit at Site until the end of the
recruitment to the Study, THE ATTACHMENT
A, BUDGET AND PAYMENT SCHEDULE,
SECTION E. - Screening Failure is hereby
amended to add the following wording to the
original language:

S ucdinnosti v obdobi od data prvni navstévy
prvniho  subjektu v Centru  klinického
hodnoceni azZ do konce naboru do Klinického
hodnoceni se timto PRILOHA A, ROZPOCET
A PLATEBNI PREHLED Smlouvy, CAST E.
SUBJEKTY, KTERE __NEPROJDOU __ VSTUPNIM
VYSETRENIM (,,SCREENING FAILURE*) méni tak,
ze se do piivodniho znéni piiddva nésledujici text:

“If the Site

,,Pokud Centrum klinického hodnoceni
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Effective as of [l THE ATTACHMENT
A, BUDGET AND PAYMENT SCHEDULE,
SECTION X - Reimbursement for extra resource

and activities performed during period of
soreening (NI
recruit the Subjects either on no maintenance
therapy or Subjects on LAMA or LABA

monotherapy is hereby added:

S udinnosti od - je timto pfidan
nasledujici text do PRILOHY A, ROZPOCET
A PLATEBNI PREHLED Smlouvy, ODDIL X
— Uhrada za ziskavani dalSich zdroji a ¢innosti
provadéné béhem obdobi vstupnich vySetieni
) za ucelem naboru
Subjekti bud® bez udrzovaci 1é¢by, nebo
pacientii na monoterapii LAMA nebo LABA:

“Due to the delays beyond your control in your Site
being activated for screening and Site’s ability to
screen Subjects, for the period || the
payment for additional extra resource and activities
required in a condensed period of time for:
reviewing charts, calling Subjects, discussing the
Study, scheduling screening visits for Subjects and
preliminary review of informed consents in the
additional amount of 1division in the ratio
set in the main contract: for the Institution
and [l for the Investigator) will be reimbursed.
Payment to only become due following completion
of Day 1 visit for Subjects who are screened

and who are
subsequently and properly randomized. The
additional amount will not be paid for Subjects on
ICS/LABA or ICS/LAMA therapies. To be eligible
for reimbursement the Site must submit an original
invoice to IQVIA listing the activities conducted,
date of activities, date of screening and Subject
number, if applicable. Other payment terms remain
unchanged.”.

,V disledku zpozdéni aktivace Centra a
schopnosti provadét screening subjektl, bez
moznosti ovlivnéni ze strany Centra, bude pro
obdobi H poskytnuta
dodatecna platba ve vysi (rozdéleni
V poméru nastaveném v hlavni smlouvé:
pro Zdravotnické zafizeni a pro
ZkouSejiciho za ziskani dodate¢nych zdroji a
nasledujici Cinnosti pozadované ve zkraceném
casovém obdobi: kontrola grafl, volani
Subjektim, diskutovani o Klinickém hodnoceni,
planovani  vstupnich navs§tév ~ Subjekti a
pfedbéznd kontrola informovanych souhlast.
Platba bude splatna az po dokonéeni navstévy
behem 1. dne u Subjekti, jejichz vstupni vysetieni
probehio [N -
ktefi budou nasledné a fadné randomizovani.
Dodatec¢na castka nebude vyplacena za Subjekty
lé¢ené ICS/LABA nebo ICS/LAMA. Aby mélo
Centrum klinického hodnoceni narok na uhradu,
musi spolecnosti  IQVIA predlozit origindlni
fakturu se seznamem provedenych aktivit, datem
aktivit, datem vstupniho vySetfeni a Cislem
Subjektu, pokud je to relevantni Ostatni platebni
podminky zlistavaji beze zmén.*.

The Sponsor/IQVIA entered into with the
Investigator (and, if applicable, members of the
Study Team) an agreement for activities in the
matter of a Study beyond the activities for which the
Institution is responsible under this Agreement.
Also, the agreement stipulates the remuneration of
the Investigator (or members of the Study Team) for
performing these activities. The Sponsor/IQVIA

Zadavatel/IQVIA uzaviel se Zkousejicim (a
pfipadné se Cleny studijniho tymu) smlouvu na
¢innosti ve véci klinického hodnoceni nad ramec
¢innosti, za které odpovida Zdravotnické zatizeni
podle této smlouvy. Smlouva mj. stanovi odménu
Zkousejiciho (popt. Clenii studijniho tymu) za
provedeni téchto ¢innosti. Zadavatel/IQVIA bere
na védomi, ze vySe odmény musi byt po celou

acknowledges that the amount of remuneration must

dobu trvani klinického hodnoceni v souladu
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be in accordance with the internal regulations of the
Institution throughout the duration of the Study,
which is the responsibility of the Investigator. The
Sponsor/IQVIA declares that, with the exception of
the Agreement according to the previous agreed, it
will not enter into any other agreement with any
employee of the Institution.

S vnitinimi ptedpisy Zdravotnického zatfizeni, za

coz odpovida ZkouSejici. Zadavatel/IQVIA
prohlasuje, Ze s vyjimkou smlouvy dle
pfedchoziho textu neuzavie ve véci tohoto
klinického hodnoceni Zzadnou dalsi smlouvu
S zadnym zaméstnancem Zdravotnického
zatizeni.

This Amendment amends the Agreement, and both
documents must be read together, and constitute one
agreement.

Tento Dodatek méni Smlouvu, oba dokumenty
musi byt c¢teny spolecné aoba tvoii jednu
smlouvu.

All terms and conditions of the Agreement not
expressly amended by this Amendment remain in
full force and effect.

Vsechna ustanoveni a podminky Smlouvy, které
nejsou timto Dodatkem vyslovné zménény,
zlstavaji platné a i¢inné v plném rozsahu.

In the event of a conflict between the terms of the
Agreement and this Amendment, the terms of this
Amendment will prevail.

V ptipad¢ rozporu mezi podminkami Smlouvy
a timto Dodatkem budou mit pfednost podminky
tohoto Dodatku.

IN WITNESS WHEREOF, this Amendment has
been executed by the parties hereto through their
duly authorized officers on the date(s) set forth
below.

NA DUKAZ TOHO byl tento Dodatek uzavien
Smluvnimi  stranami  prostfednictvim  jejich
opravnénych zastupct k datu uvedenému (datim
uvedenym) nize.
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ACKNOWLEDGED AND AGREED BY IQVIA RDS Czech Republic s.r.o. / NA DUKAZ
SOUHLASU PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE IQVIA RDS Czech
Republic s.r.o.

By/ Jméno:

Title/ Funkce:

Signature/ Podpis:

Date/ Datum:

ACKNOWLEDGED AND AGREED BY Fakultni nemocnice Brno / NA DUKAZ SOUHLASU
PRIPOJUJE SVUJ PODPIS OPRAVNENY ZASTUPCE Fakultni nemocnice Brno

By/ Jméno: prof. MUDr. Jaroslav Stérba, Ph.D.

Title/ Funkce: Director / reditel

(must authorized to sign on Institution’s behalf)/(musi se jednat o podpis opravnéného zastupce
Zdravotnického zatizeni):

Signature/ Podpis:

Date/ Datum:

ACKNOWLEDGED AND AGREED BY THE INVESTIGATOR / NA DUKAZ SOUHLASU
PRIPOJUJE SVUJ PODPIS ZKOUSEJICI

Name/Jméno: |

Signature/ Podpis:

Date/ Datum:

Signed by IQVIA RDS Czech Republic s.r.o., under a Power of Attorney dated 21 July 2020, in the
name of Verona Pharma plc Podepsano IQVIA RDS Czech Republic s.r.0., na zakladé¢ PIné moci
vystavené dne 21. ¢ervence 2020, jménem Verona Pharma plc

Name/ Jméno:

Signature/ Podpis:

Date/ Datum:
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