Dodatek 1 ke
Smlouvé o klinickém hodnoceni & 08/0VZ/15/003-P

Tento dodatek 1 ke Smlouvé o klinickém hodnoceni
(,,dodatek 1) mezi:

PPD Czech Republic, s.r.o., se sidlem Budé&jovicka
alej, Antala Staska 2027/79, 140 00 Praha 4, Ceska
republika, dcefind spolecnost PPD International
Holdings GmbH., jednajici prostfednictvim MUDr.
Dariny Hrdli¢kové — jednatelky spole¢nosti a zapsana v
obchodnim rejstiiku vedeném Méstskym soudem v
Praze, ¢ast C, ¢. vlozky 37941.

IC: 63671077
DIC: CZ63671077
(.PPD")

a

Fakultni nemocnice Ostrava, se sidlem 17. listopadu
1790/5, 708 52 Ostrava - Poruba, Ceska republika, ve
vécech této smlouvy opravnén jednat a podepisovat:
MUDr. Josef Srovnal, ndméstek feditele pro lé¢ebnou
péei. Ziizovaci listina MZ CR ze dne 25. listopadu 1990
¢.j. OP-054-25.11.90

IC: 00843989
DIC: CZ00843989
dale jen ,,poskytovatel*

a

prof. MUDr. Roman Hajek, CSc.,

s pracovi$ttm na adrese: Klinika hematoonkologie
Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava - Poruba, Ceska
republika

(,,ZkousSejici*)

je dopliikem smlouvy o klinickém hodnoceni mezi PPD,
poskytovatelem a zkou3ejicim, kterda byla plné
podepsana dne 20.2.2015 (,,Smlouva“).

SMLUVNI STRANY PROHLASUJI, ZE

VZHLEDEM K TOMU, Ze PPD, poskytovatel a
zkousejici uzavieli smlouvu, podle které zkouSejici a
poskytovatel poskytuji PPD uréité sluzby spojené s
klinickym hodnocenim dle protokolu ¢ C16021
s ndzvem:; ,,Randomizované, placebem kontrolované,
dvojité zaslepené klinické hodnoceni faze 3 hodnotici
udrZovaci 1é¢bu peroralnim Ixazomibem po tivodni
1ébé wu pacienti snové diagnostikovanym
mnohocetnym myelomem neléenym transplantaci
kmenovych bunék ,,, a

Amendment 1 to
Agreement on Clinical Study no. 08/0VZ/15/003-P

This Amendment 1 to Agreement on Clinical Study
(“Amendment 1) between:

PPD Czech Republic, s.r.o., registered address at
Budejovicka alej, Antala Staska 2027/79, 140 00 Prague
4, Czech Republic a subsidiary of PPD International
Holdings GmbH., represented by MUDr. Darina
Hrdlickova, executive of the company, and registered in
the Commercial Register at the Municipal Court in
Prague, Section C, Insert 37941.

Company ID no.: 63671077
Tax ID no.: CZ63671077
(HPPD")

and

Fakultni nemocnice Ostrava, registered address at 17.
listopadu 1790/5, 708 52 Ostrava, Czech Republic,
entitled to act and sign: MUDr. Josef Srovnal, associate
director for medical care. Incorporation deed of the
Ministry of Health of Czech Republic dated 25th
November 1990 no. OP-054-25.11.90

Company ID no.: 00843989
Tax ID no: CZ00843989
further, the “Medical Facility"

and

prof. MUDr. Roman Hajek, CSc.,

with his office at Hemato-oncology clinic of Fakultni
nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava — Poruba, Czech
Republic

(“Investigator®)

shall be an Amendment to that certain Agreement on
Clinical Study between PPD, Medical Facility and
Investigator ~ fully  executed on 20.2.2015
(“Agreement”).

WITNESSETH

WHEREAS, PPD, Medical Facility and Investigator
have entered into the Agreement pursuant to which the
Investigator and Medical Facility provides certain
Clinical Study services to PPD according to Protocol no.
C16021 entitled: ,,A Phase 3, Randomized, Placebo-
Controlled, Double-Blind Study of Oral Ixazomib
Maintenance Therapy After Initial Therapy in
Patients With Newly Diagnosed Multiple Myeloma
Not Treated With Stem Cell Transplantation,,; and



VZHLEDEM K TOMU, zZe si smluvni strany pieji
upravit podminky smlouvy, jak je stanoveno v tomto
dodatku 1,

DOHODLY SE smluvni strany s ohledem na obsah
tohoto dodatku 1 a s Umyslem byt jim pravné vazany
takto:

1. Nasledujici bude doplnéno do Ptilohy €. 1 smlouvy

Kazdému subjektu hodnoceni budou proplaceny
priméfené cestovni naklady vynaloZené v den navstévy
na zakladé platného potvrzeni predlozeného subjektem
klinického hodnoceni zkouSejicimu. Naklady subjektu
klinického hodnoceni za navstévy klinického hodnoceni
budou proplaceny PPD na zakladé spravné faktury
srozpisem polozek nebo adekvatniho  ddkazu
vzniknutych nékladd. V piipadé, Ze subjekt hodnoceni
cestuje vlakem nebo autobusem nebo mu vzniknou
naklady na parkovani, vyZaduje se cestovni listek nebo
uctenka. Pokud subjekt hodnoceni cestuje do
fesitelského centra dale nez 30km, budou mu
proplaceny pfiméfené naklady za benzin az do vyse
1000 K¢&. Kazdy subjekt hodnoceni, jehoZ néklady na
cestovné presahuji 1000 K¢ musi byt pfed zafazenim do
klinického hodnoceni schvalen zadavatelem.

2. Nasledujici bude doplnéno jako nové ustanoveni
XVI odstavec 13, u¢inné ode dne ucéinnosti tohoto
dodatku:

Publikace v souladu se zékonem &. 340/2015 Sh., o
registru smluv. Smluvni strany timto berou na védomi,
Ze detaily tohoto dodatku a Smlouvy a veSkerych
dalSich dodatki musi byt zvefejnény podle zdkona ¢.
340/2015 Sb., o registru smluv https://smlouvy.gov.cz/
(“registr smluv™)

Odhadovand hodnota finanénich prostfedkii podle
smlouvy je pfiblizné 561 550.00 K¢.

Smluvni strany souhlasi, Ze Zadnd obchodni tajemstvi
nebo osobni informace nebudou zvefejnény jako
soucast takové publikace. Pro ucely této smlouvy
a veskerych dalSich dodatk, takova obchodni tajemstvi
zahrnuji, ale nejsou omezeny na: informace o platbach
prilozené jako ptiloha A, minimalni pocet planovanych
zafazenych subjekt, ocekavany pocet zafazenych
subjekti hodnoceni a ocekavané trvani klinického
hodnoceni. Jako vysledek si smluvni strany schvalili
verzi smlouvy a dodatki ur¢enou na publikaci, ve které
byly obchodni tajemstvi a osobni informace redigované
("odsouhlasena forma smlouvy"). Smluvni strany
souhlasi, Ze poskytovatel zveiejni odsouhlasenou formu
smlouvy. Pokud poskytovatel nezvefejni dohodnutou
formu smlouvy nebo piislusného dodatku do 5
pracovnich dnti ode dne posledniho podpisu piislusného

WHEREAS, the parties desire to amend the terms of the
Agreement as set forth herein.

NOW, THEREFORE, for the valuable consideration
contained herein, and intending to be legally bound, the
parties agree as follows:

1. Following shall be added to the Appendix no. 1 of
the Agreement:

Each subject will receive a reimbursement for the
reasonable travel expenses made on the visit day based
on a valid receipt submitted by Study Subject to the
Investigator. Study Subject travel expenses for Clinical
Study visits will be reimbursed by PPD on a pass-
through basis upon receipt of an original, itemized valid
Invoice or adequate proof of the expenses incurred.
Where the Study Subject travels by either bus or train or
the Study Subject incurs a parking cost a ticket or
receipt is required from the subject. Where the subject
drives greater than 30km to the study site, reasonable
mileage costs up to 1000 CZK shall be reimbursed. Any
Study Subject who will incur travel expenses exceeding
1000 CZK per visit must be approved by Sponsor prior
to enrollment into the Clinical Study.

2. The following language shall be added as a new
clause XVI 13, effective from the Effective Date of this
Amendment:

Publication in accordance with Act no. 340/2015 Coll.
on Contract Register. Parties hereby acknowledge that
details of this Amendment and the Agreement and any
related amendment(s) are required to be published
pursuant to Act no. 340/2015 Sh., on the official
register: https://smlouvy.gov.cz/ (“Agreements
Register”).

The estimated value of financial payment under the
Agreement is approximately CZK 561 550.00.

The Parties agree that no business secrets or personal
information, shall be disclosed or made public as part
of such publication. For the purposes of the Agreement
and any related amendments, such business secrets
include but are not limited to: payment information
attached as Appendix A, the minimum enrollment goal,
expected number of Study subjects enrolled and the
expected duration of the Study. As a result, the Parties
will agree a version of the Agreement and any related
Amendment(s) for publication, in which all business
secrets and personal information have been redacted
(“Agreed Form™). The Parties agree that the Institution
shall effect the publication of the Agreed Form. Should
the Institution fail to publish the Agreed Form of this
Agreement and any related Amendment(s) within 5
working days from the Date Of Final Signature of the
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https://smlouvy.gov.cz/

dokumentu, zadavatel nebo PPD mulze zvefejnit
dohodnutou formu. V kazdém piipad¢é si CRO
vyhrazuje pravo neposkytnout hodnocené 1é¢ivo, pokud
nebude smlouva nebo pfislusny dodatek publikovan
podle tohoto ustanoveni.

V piipadé, Ze je platnost dohodnuté formy zpochybnéna
po jejim publikovani, smluvni strany si to navzajem
oznami neprodlené poté, co se o takovém zpochybnéni
dozvi a budou spolupracovat na vyteSeni situace.

V Zadném piipadé nezvefejni instituce smlouvu nebo
ptislusny dodatek(y) Vv jiné, nez dohodnuté formé,
pokud to nebude predem pisemné schvalené CRO nebo
zadavatelem.

3. Jakmile je dodatek 1 zvefejnén v souladu s
ustanovenim ¢&l. 2 tohoto dodatku a s u¢innosti dle
zakona o registru smluv (“datum G¢innosti) stane
se soucasti smlouvy a veSkeré odkazy na smlouvu
budou znamenat odkaz na smlouvu véetné dodatku
1.

4. VSechna ostatni ustanoveni a podminky smlouvy
zustavaji v plné platnosti a u€innosti. V piipadé
jakéhokoli rozporu mezi ustanovenimi smlouvy a
tohoto dodatku 1 budou rozhodujici a fidici
ustanoveni tohoto dodatku 1.

5. VeSkera pouzita terminologie, kterd neni blize
definovana vtomto dodatku 1, bude mit stejny
vyznam jak je uvedeno ve smlouvé.

respective documents, the Sponsor or the Institution
may publish the Agreed Form. In any event, CRO
reserves the right not to provide Study Drug until the
Agreement and any related amendment(s) are published
in accordance with this clause.

In the event that there is a challenge to the validity of
the Agreed Form, once it has been published, the Parties
shall notify each other as soon as reasonably practicable
upon becoming aware of such challenge and shall work
together resolve the situation.

In no event shall the Institution publish the Agreement
or any related amendments in any form other than the
Agreed Form, unless agreed in advance in writing with
CRO and Sponsor.

3. Once this Amendment is published in accordance
with clause 2 of this Amendment and is effective in
accordance with Act on contract register (“Effective
Date”), this Amendment 1 shall be made a part of
the Agreement and shall be incorporated by
reference therein.

4. All other terms and conditions of the Agreement
shall remain in full force and effect. In the event of
any conflict between the terms of the Agreement
and this Amendment 1, the terms of this
Amendment 1 shall govern and control.

5. All capitalized terms used, but not otherwise defined
herein, shall have the meanings ascribed to them in
the Agreement.



NA DUKAZ SOUHLASU se znénim dodatku 1 IN WITNESS OF THEIR CONSENT to this
pripojuji smluvni strany své podpisy nize. Amendment 1, the Parties have signed below.

PPD:

Datum / Date:

Poskytovatel/ Medical Facility:

MUDr. Josef Srovnal

Datum / Date:

Zkousejici/ Investigator:
prof. MUDr. Roman Hajek, CSc.

Datum / Date:
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