AMENDMENT TO CLINICAL STUDY
SERVICE AGREEMENT

DODATEK KE SMLOUVE O SLUZBACH
V RAMCI KLINICKE STUDIE

This AMENDMENT #1 TO CLINICAL STUDY
SERVICE AGREEMENT (“Amendment #1”)
effective from the date of publication in the contract
registry (“Effective Date”) is made by and between:

Tento DODATEK ¢1 KE SMLOUVE
O SLUZBACH V RAMCI KLINICKE STUDIE
(dale jen ,,dodatek ¢&. 1*) ucinny ode dne zvetejnéni
v registru smluv (dale jen ,,datum tcinnosti*) mezi
sebou uzaviely nasledujici strany:

Syneos Health IVH UK Ltd, whose registered office
is at Farnborough Business Park, 1 Pinehurst Road,
Farnborough, Hampshire, GU14 7BF, United
Kingdom together with its clinical Affiliates, VAT
number: GB 385756207 (“CRQO”); and

Syneos Health IVH UK Ltd, se sidlem na adrese
Farnborough Business Park, 1 Pinehurst Road,
Farnborough, Hampshire, GU14 7BF, Spojené
krélovstvi, spolu s jejimi pfidruzenymi spole¢nostmi,
DIC: GB 385756207 (déle jen ,,CRO") a

Fakultni nemocnice Olomouc, I. P. Pavlova 185/6,
779 00 Olomouc, Czech Republic, Identification No.:
00098892, VAT No.: CZ00098892.

Represented by | EENEEEENNNN

(“Institution™),

director

(CRO and Institution hereinafter collectively referred
to as: “the Parties™).

Fakultni nemocnice Olomouc, na adrese |. P.
Pavlova 185/6, 779 00 Olomouc, Czech Republic, IC:
00098892, DIC: CZ00098892.

Zastoupena || NG icditclem (déle jen

»Zdravotnické zaiizeni®),

(CRO azdravotnické zatizeni jsou dale spole¢né
ozna¢ovany jako ,,smluvni strany*).

WHEREAS, CRO has requested Institution to
conduct a clinical research study involving the study
drug Tesetaxel according to Protocol

(the "Protocol"); and

VZHLEDEM KTOMU, ZE CRO pozadala
zdravotnické zafizeni, aby provadélo Kklinické
hodnoceni zahrnujici hodnoceny piipravek tesetaxel
podle  protokolu (déle jen
»protokol“), a

WHEREAS, the Parties entered into Clinical Study
Service Agreement, effective 22 June 2018 (the
“Agreement”); and

VZHLEDEM K TOMU, ZE smluvni strany uzaviely
Smlouvu o sluzbach v ramci klinické studie, kterd je
u¢inna od 22. ¢ervna 2018 (dale jen ,,smlouva®), a

WHEREAS, the Parties wish to amend the
Agreement in line with the changes to the Protocol
effective as introduced by the competent authority

VZHLEDEM K TOMU, ZE si smluvni strany pieji
upravit tuto smlouvu vsouladu se zménami
protokolu, jeZ jsou u¢inné od data, kdy byly zavedeny
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approvals / safety letter as applicable. This
amendment is to ensure the Study Budget reflects the
applicable procedures respectively in time.

na zakladé platného schvaleni piislusnym tfadem
/ bezpeénostniho oznameni, dle situace. Ucelem
tohoto dodatku je uvést rozpocet studie do souladu
s platnymi postupy Vv jejich ¢asové navaznosti.

NOW THEREFORE, the Parties agree to the
following amendments to the Agreement.

PROTO SE NYNI smluvni strany dohodly na
nasledujicich upravach smlouvy.

1. The Parties hereby agree that the budget | 1. Smluvni strany se dohodly, Ze rozpoctové
tables of Appendix A are replaced by the tabulky  vpriloze A budou nahrazeny
consolidated budget appendices attached to upravenymi rozpoctovymi ptilohami
this Amendment (Appendices) with the S ptislusSnymi  daty platnosti, jeZ jsou
respective applicable dates. ptipojeny ktomuto dodatku (dale jen

,»prilohy*).

2. Appendices: 2. Prilohy:

a. Appendix A-1: Safety Measures &
Protocol Amendment 4 budget
applicable from the 01 August 2018.

a. Priloha A-1: Bezpecnostni opati‘eni
a dodatek protokolu €. 4 — rozpocet
platny od 1. srpna 2018.

b. Appendix A-2: Protocol Amendment 3
- Pharmacokinetics sub-study budget,
applicable from 15 October 2018.

b. Priloha A-2: Dodatek protokolu &. 3 -
rozpocet farmakokinetické podstudie
platny od 15. fijna 2018.

3. The Parties hereby agree that the Appendix B
(Financial Appendix) is replaced by new
financial appendices attached to this
Amendment (Financial Appendices) with the
respective applicable dates.

3. Smluvni strany se dohodly, Ze piiloha B
(Finan¢ni ptiloha) bude nahrazena novymi
finanénimi pfilohami S pfislusnymi daty
platnosti, jeZz jsou pfipojeny Kk tomuto
dodatku (dale jen ,,finanéni ptilohy*).

4. Financial Appendices:

4. Finan¢ni ptilohy:

a. Financial Appendix B-1: Safety
Measures & Protocol Amendment 4
Financial Appendix applicable from
the effective date of the Appendix A-1.

a. Financni pfiloha B-1: Bezpeé¢nostni
opatireni a dodatek protokolu ¢&.4 -
Finan¢éni priloha platnd od data
platnosti Ptilohy A-1.
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b. Financial Appendix B-2: Protocol b. Finan¢ni pfiloha B-2: Dodatek
Amendment 3 - Pharmacokinetics protokolu €. 3 — Finanéni pfiloha pro
sub-study Financial Appendix, farmakokinetickou podstudii platna od
applicable from the effective date of the data platnosti Ptilohy A-2.

Appendix A-2.
5. In addition, the Agreement will include the | 5. Do smlouvy bude déle vloZen nésledujici
following: ¢lanek:

SUPPORTIVE TREATMENT CARE:

PODPURNA LECEBNA PECE:

Sponsor will supply supportive treatment
drug products that are required to conduct the
Study in accordance with the Protocol. In the
event such supportive treatment drug
products are not supplied by the Sponsor, the
Sponsor or its representatives will reimburse
the Institution for the costs of the supportive
treatment drug products if such drug products
are required to conduct the Study in
accordance with the Protocol.

Zadavatel dodd 1éc¢ivé pripravky pro
podptirnou 1é¢bu, jeZz jsou vyZzadovany pro
provedeni studie v souladu s protokolem.
V piipadé, Ze zadavatel tyto 1écivé piipravky
pro podpirnou 1é¢bu nedoda, zadavatel nebo
jeho z&stupci uhradi zdravotnickému zatizeni
nédklady na 1é¢ivé ptipravky pro podpirnou
1écbu, pokud jsou tyto 1écivé piipravky
vyZadovany pro provedeni studie v souladu
s protokolem.

6. Except as provided for in this Amendment,
all other provisions of the Agreement will
remain unchanged and in full force and
effect.

6. Vyjma

ujednéni  stanovenych v tomto
dodatku ztstanou veSkera ostatni ustanoveni
smlouvy nezménéna a budou nadale platna
a uc¢inna v plném rozsahu.

The remainder of the page has been intentionally
left blank.

Zbyvajici cast této strany je zaméré ponechana
prazdna.
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The Parties have signed this Amendment, effective as | Smluvni strany podepsaly tento dodatek, ktery

of the Effective Date. vstoupi v platnost k datu G¢innosti.

Syneos Health 1VH UK Ltd. Fakultni nemocnice Olomouc

SIGNATURE / PODPIS: SIGNATURE / PODPIS:

NAME / JMENO: NAME / JMENO:
I

TITLE / FUNKCE: TITLE / FUNKCE:

Director / Reditel

DATE / DATUM: DATE / DATUM:

READ AND ACKNOWLEDGED/
PRECETL A VZAL NA VEDOMI

SIGNATURE/ PODPIS:

NAME/ JMENO:

DATE/ DATUM:
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LIST OF ATTACHMENTS:

SEZNAM PRILOH:

a. Appendix A-1: Safety Measures Piiloha A-1: Bezpeénostni opatieni
budget / Protocol Amendment 4 —rozpocet / dodatek protokolu ¢. 4
budget —rozpocet

b. Appendix A-2: Protocol Piiloha A-2: Dodatek protokolu ¢&. 3
Amendment 3 - Pharmacokinetics - rozpocet farmakokinetické
sub-study budget podstudie

c. Financial Appendix B-1: Safety Finan¢ni ptiloha B-1: Bezpecnostni
Measures / Protocol Amendment 4 opatieni / dodatek protokolu €. 4 —
Financial Appendix Finan¢ni piiloha

d. Financial Appendix B-2: Protocol Finan¢ni pfiloha B-2: Dodatek

Amendment 3 - Pharmacokinetics
sub-study Financial Appendix

protokolu €. 3 — Finanéni pfiloha
pro farmakokinetickou podstudii
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Appendix A-1/ Piiloha A-1

Safety Measures budget / Protocol Amendment 4 budget /
Bezpecnostni opatieni — rozpocet / dodatek protokolu €. 4 — rozpocet

Schedule 1 Budget:

Rozpis plateb 1 k rozpoctu:

Visit

Payment in CZK

Screening

Cycle 1/ Day 1

Cycle 1/ Day 8

Navs$téva

Platba v K¢

Screening

Cyklus 1/ Den 1

Cycle 1/ Day 15

Cycle 2/ Day 1

Cycle 2/ Day 15

Cyklus 1/ Den 8

Cyklus 1/ Den 15

Cyklus 2/ Den 1

Cycle 3/ Day 1

Cycle 3/ Day 15

Cyklus 2 / Den 15

Cyklus 3/ Den 1

Cycle 4/ Day 1

Cycle 4/ Day 15

Cycle5/Day 1

Cyklus 3/ Den 15

Cyklus 4 / Den 1

Cyklus 4 / Den 15

Cycle 5/ Day 15

Cycle 6/ Day 1

Cycle 6 / Day 15

Cyklus 5/ Den 1

Cyklus 5/ Den 15

Cyklus 6 / Den 1

Cycle 7/ Day 1

Cycle 7/ Day 15

CykKlus 6 / Den 15

Cyklus 7/ Den 1

Cycle 8/ Day 1

Cycle 8/ Day 15

Cyklus 7 / Den 15

Cyklus 8 / Den 1

Cycle 9/ Day 1

Cyklus 8 / Den 15

Cycle 9/ Day 15

Cycle 10/ Day 1

Cyklus 9/ Den 1

Cyklus 9/ Den 15

Cycle 10/ Day 15

Cycle 11/ Day 1

Cyklus 10/ Den 1

Cyklus 10/ Den 15

Cycle 11/ Day 15

End of Treatment
(EoT)/Withdrawal

Cyklus 11/ Den 1

Cyklus 11/ Den 15

Post Treatment
Follow-Up

Konec 1é¢by (EoT)/
Odstoupeni

Total per Patient

Nésledna kontrola po
lécbe

Celkem za pacienta

Cycle 1/ Day 1 and Cycle 2 / Day 1 also include

pharmacy services.

Cyklus 1/ Den 1 a Cyklus 2 / Den 1 zahrnuji rovnéz

Iekarenskeé sluzby.
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Invoiced Items:

Fakturovatelné polozky:

Procedure

Payment in CZK

Vysetieni

Platba v K¢

Clinical Study Start-Up
Fee

Certificate — Clinical
Biochemistry

Administrativni poplatek
za zpracovani klinického
hodnoceni

Certificate — Hematology

Certifikat - Klinicka
biochemie

Certifikat Hematologie

Screen Failures

C2-C11 Day 8 visit, as
applicable

Netuspésny screening

Navstéva C2-C11 Den 8,
dle situace

* CT Scan with contrast:
chest, abdomen, pelvis
combined

*CT scan s kontrastni
latkou: hrudnik, bficho,
panev v kombinaci

CT of the brain in patients
with known or suspected
CNS metastases

CT mozku u pacientl se
zndmymi nebo
podezielymi metastazami
CNS

Radionuclide bone scan
(Whole body)

RECIST 1.1

Radionuklidové vySetfeni
skeletu (celotélové)

RECIST 1.1

Survival and subsequent
therapy follow-up: after
study treatment
termination every 3
months for up to 60
months from date of
randomization or until
death, loss to follow-up or
study closure. Telephone
contact is acceptable

Sledovani pteziti a
nasledné terapie: po
ukonceni hodnocené
1é¢cby kazdé 3 mésice po
dobu az 60 mésict od
data randomizace nebo do
amrti, ztraty kontaktu pro
sledovani nebo uzavieni
studie. Telefonicky
kontakt je ptipustny.

Serum pregnancy test in
women of childbearing
potential

Urine pregnancy test in
women of childbearing
potential — dosing
performed at every Cycle,
as well as at the End of
Treatment visit and 60
days (x 7 days) after last
dose of Study treatment.

T¢hotensky test ze séra u
zen ve fertilnim véku

T¢hotensky test z moci u
zen ve fertilnim véku -
provede se kazdy cyklus,
dale také pii Ukonceni
Lécby a 60 dni (+ 7 dni)
po posledni davce
Hodnocené 1éCby.

Serum estradiol test (if
<60 years old and

amenorrheic for at least
12 consecutive months)

Test na sérovy estradiol
(je-li ve véku < 60 let a
mé& amenoreu po dobu
alespon 12 po sobé
jdoucich mésici)
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FSH test (if <60 years old
and amenorrheic for at
least 12 consecutive
months)

Test na sérovy FSH (je-li
ve véku < 60 let a ma
amenoreu po dobu
alespon 12 po sobé
jdoucich mésici)

HER?2 receptor testing if
HER?2 status is unknown,
Hormone (estrogen and
progesterone) receptor
testing if hormone
receptor status is
unknown

Coagulation test: INR for
patients on coumarin
derivative anticoagulants

Testovani HER2
receptoru, pokud je stav
HER2 neznamy, testovani
hormonalnich receptorti
(estrogen a progesteron),
pokud je status
hormonalnich receptorti
neznamy

MRI with contrast: pelvis

Koagula¢ni vySetieni:
mezinarodni
normalizovany pomeér
(international normalized
ratio, INR) pro pacienty
uzivajici antikoagulancia
kumarinového typu

MR s kontrastni latkou:

panev
MRI with contrast: MR s kontrastni latkou:
abdomen btficho

MRI with contrast: pelvis,
abdomen

MR s kontrastni latkou:
panev, bficho

MRI of the brain in
patients with known or
suspected CNS
metastases

MRI mozku u pacienti se
zndmymi nebo
podezfelymi metastazami
CNS

Recalculation of BSA for
dosing if a >10 % change
in weight from screening

Prepocet povrchu
lidského téla (body
surface area, BSA) pro
davkovani, pokud doslo k
> 10% zméné t€lesné
hmotnosti od screeningu

Subsequent Even
Numbered Cycles >11:
EORTC-QLQ-C30

Nésledné cykly se sudymi
Cisly > 11: dotaznik
EORTC QLQ-C30

Oral Tablet
Administration On Site:
Arm A only Tesetaxel,
Ondansetron supportive
treatment

Peroraln¢ podavané
tablety na pracovisti:
rameno A pouze
tesetaxel, ondansetron
jako podptirna 1éc¢ba

Subsequent Cycles >12
Visit

Nasledné cykly > 12
navstév

Serious adverse events
(SAE) Reporting

HI&3eni zavaZznych
nezadoucich u¢inku
(serious adverse event,
SAE)
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Supportive treatment
administration: G-CSF (or
pegfilgrastim if
administered on Day 8)
Injection AND antibiotic
prophylaxis (levofloxacin
preferred unless
contraindicated)

Podavani podptrné 1é¢by:
G-CSF (nebo
pegfilgrastim, pokud se
podavéa v Den 8) Injekce
A antibioticka profylaxe
(preferovany je
levofloxacin, pokud neni
kontraindikovan)

Unscheduled visit —
follow-up examination by
a clinical oncologist

Unscheduled visit —
complete blood count

Unscheduled visit —
serum chemistry test

Unscheduled visit — 12-
lead ECG

Unscheduled visit — study
coordinator fee

Neplanovana navstéva -
kontrolni vySetteni
klinickym onkologem

Neplanovana navstéva -
kompletni krevni obraz

Neplanovana navstéva -
biochemicky rozbor krve

Neplanovana navstéva -
12 svodové EKG

Neplanovana navstéva -
poplatek za studijniho
koordinatora

*CT Scan with contrast, or CT/MRI Scan without
contrast if IV contrast is medically contraindicated, of
chest, abdomen, pelvis, and any clinically indicated
sites of disease; clinical evaluation of superficial
disease

* CT sken s kontrastni latkou nebo CT/MR sken bez
kontrastni latky, je-li i.v. Kkontrastni latka ze
zdravotniho hlediska kontraindikovana, hrudniku,
bficha, panve a jakychkoli klinicky indikovanych
mist onemocnéni; klinické zhodnoceni povrchového
onemocnéni

Pharmacy fees:

Lékarenské poplatky:

Procedure Payment in CZK

VySetieni Platba v K¢

Initiation visit (one-time

Iniciacni navstéva

payment) (jednorézovy poplatek)
Audit (per hour) Audit (za 1 hod)
Monitoring visit (per Navstéva monitora (za 1
visit) navstévu)

Receipt of the shipment
and documentation (per

Piijem zasilky a
dokumentace (za 1

shipment) zasilku)

s(,:hcsgl;rlwremn?st 'En of the Potvrzovani zéasilek -
fax/IVRS/IWRS (per ‘;Z’S‘f I';’UF;S/ IWRS (za1
shipment)
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Storage of medication and Uchovavani medikace a

temperature monitoring ] monitoring teplot (za ]
(per month) mésic)

Any additional Pripadny dalsi videj

e e BN || redikcepoC2Di(a | (NN
medication after C2D1 vydej)

(per dispensation) ydel
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Appendix A-2 / Ptiloha A-2

Protocol Amendment 3 - Pharmacokinetics sub-study budget /
Dodatek protokolu ¢&. 3 — rozpoéet farmakokinetické podstudie

This is a separate optional sub-study and all patients in this sub-study will undergo the mandatory cycles listed
in Appendix A-1./
Jedné se o samostatnou volitelnou pod-studii, vSichni pacienti této pod-studie projdou povinnymi cykly
uvedenymi v Piiloze A-1.

Visit Payment in CZK

Cycle 1/ Day 1 - Pre-
dose
Cyclel/Day1-05h
Post-dose

Cycle 1/ Day 15 (+-2
Days)

Cycle 2/ Day 1 - Pre-
dose

Cycle 2/ Day 15 (+-2
Days)

Cycle 3/ Day 1 Pre-
dose

Total per Subject

Navstéva Platba v K¢

Cyklus1/Den1 -
pied podanim davky
Cyklus1/Den1-0,5
h po podani davky
Cyklus 1/ Den 15 (+-2
Dny)

Cyklus2/Den 1 -
pred podanim davky
Cyklus 2 / Den 15 (+-2
Dny)

Cyklus 3 / Den 1 pied
podanim davky
Celkova ¢astka za
subjekt

Invoiced Items:

Fakturovatelné polozky:

Procedure Payment in CZK

Vysetireni Platba v K¢

PK Study Start-up fee
(training, coordination of
storage space, set-up)

*Patient reimbursement _
(per visit)

Administrativni poplatek
za farmakokinetickou
studii (Skoleni,
koordinace skladovacich
prostor, nastaveni)
*Nahrady subjektim (za
navstévu)

* Patient reimbursement will be paid by the CRO to
the account of the Institution on the basis of invoice
when supporting documentation for invoicing is sent
to Institution by CRO their accuracy will be approved
by the Investigator. The Institution will pay
compensation to the patients only after payment of
the relevant invoice. The financial provision for the
payment of patient reimbursement will be provided
by the CRO in an advance payment of

, While the above rules are valid for
the invoice issue.

*Nahrady subjektim budou vyplaceny CRO na ucet
zdravotnického zafizeni na zaklad¢ fakturace, kdy
podklad zaSle =zdravotnickému zafizeni CRO,
sprdvnost  odsouhlasi  zkouSejici.  Zdravotnické
zafizeni bude vyplacet nahrady pacientim az po
uhradé prislusné faktury. Finanéni rezervu pro
vyplaty nahrad subjektim bude CRO poskytovat
zalohovym zplsobem ve vysi ,
pfiCemz pro vystaveni faktury plati vySe uvedena
pravidla.
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Financial Appendix B-1 / Finan¢ni piiloha B-1

Safety Measures / Protocol Amendment 4 Financial Appendix /
Bezpecnostni opatieni / dodatek protokolu €. 4 — Finanéni pFiloha
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Financial Appendix B-2 / Finan¢ni piiloha B-2

Protocol Amendment 3 - Pharmacokinetics sub-study Financial Appendix /
Dodatek protokolu ¢. 3 — Finanéni p¥iloha pro farmakokinetickou podstudii
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	READ AND ACKNOWLEDGED/
	PŘEČETL A VZAL NA VĚDOMÍ

