Dodatek ¢. 1
ke Smlouvé o klinickém hodnoceni

Amendment One
to Clinical Study Agreement

Tento dodatek ¢. 1 (“dodatek”) platny ode dne
posledniho podpisu a udinny ode dne uvefejnéni
v centralnim registru smluv (dale oznacovaného jako
»Datum nabyti uc¢innosti), uzaviraji:

This Amendment One (the “Amendment”), valid as
of the date of the last signature and effective upon its
publication in contract register (“Effective Date”), is
entered into by and among:

Fakultni nemocnice Kralovské Vinohrady,

se sidlem Srobarova 1150/50, 100 34 Praha, Ceska
republika, zastoupend Doc. MUDr. Robertem
Grillem, Ph.D., MHA, feditelem

Cislo jednaci: KH 42/2017
Nakladové stiedisko: 52120
(,,zdravotnické zafizeni“), A

Fakultni nemocnice Kralovske Vinohrady, located
at Srobarova 1150/50, 100 34 Prague, Czech
Republic represented by Assoc. prof. MUDr. Robert
Grill, Ph.D, MHA, director

Reference number: KH 42/2017
Cost centre: 52120
(“Institution”), and

spole¢nost PPD Investigator Services LLC, se
sidlem na adrese 929 North Front St., Wilmington,
NC 28401, USA, jednajici prostiednictvim B. Judda
Hartmana ("CRO”).

PPD Investigator Services LLC, located at 929
North Front St, Wilmington, NC 28401, USA,
represented by B. Judd Hartman (“CRO”)

Uelem tohoto dodatku je upravit smlouvu o
klinickém hodnoceni uzavienou dne 5. biezna 2018
zdravotnickym  zafizenim a CRO (déle jen
»smlouva®), tykajici se provadéni klinického
vyzkumu (dale oznaovaného jako  klinické
hodnoceni) popsaného v protokolu s nazvem
”Randomizované, otevicené klinické hodnoceni faze
2/3 srovnavajici peroralni Ixazomib/dexametazon
s peroralnim pomalidomem/dexametazonem v
1é¢bé pacientt s relabujicim a/nebo refrakternim
mnohocetnym myelomem*, protokol ¢. C16029
(dadle jen  ,protokol“) jménem  spolecnosti
Millennium  Pharmaceuticals, Inc Lansdowne
Street, Cambridge MA 02139, USA (dale oznacované
jako ,,zadavatel). Pokud neni uvedeno jinak, maji
pojmy pouzivané v tomto dodatku stejny vyznam jako
ve vlastni smlouvé.

for the purpose of amending the Clinical Study
Agreement between Institution and CRO dated the
5th day of March 2018 (the “Agreement”) relating to
the conduct of the clinical research (the “Study”)
described in the protocol entitled ” A Phase 2/3,
Randomized, Open-Label Study Comparing Oral
Ixazomib/Dexamethasone and Oral
Pomalidomide/Dexamethasone in Relapsed and/or
Refractory Multiple Myeloma, Protocol No.
C16029 (the “Protocol”) on behalf of Millennium
Pharmaceuticals, Inc Lansdowne Street, Cambridge
MA 02139, USA (“Sponsor”). All capitalized terms
herein shall have the same meaning as in the
Agreement, unless otherwise defined herein.

Za tadné a pfiméfené protiplnéni, jehoz pfijeti se
timto uznava, se vyse uvedené strany dohodly takto:

For good and valuable consideration, receipt of which
is hereby acknowledged, the parties listed above agree
as follows:

1. Timto je dohodnuto nasledujici:

1. The Agreement is hereby revised as follows:

(A) Zména hlavniho zkou$ejiciho. Smlouva o
klinickém hodnoceni nyni urcuje panaXXX
jako “zkousejiciho”. Smluvni strany se dohodly
nahradit XXX. Od data nabyti G¢innosti se
veskeré odkazy na “zkousejictho” ve smlouveé
budou vztahovat na XXX. Déle také XXX

(A) Replacement of Principal Investigator. The
Agreement currently provides for XXX as the “
Investigator.” The parties agree to replace XXX
with XXX. As of the Effective Date, all
references to “Investigator” in the Agreement

shall refer to XXX. Furthermore, XXX confirms
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potvrzuje, Ze obdrzel smlouvu a souhlasi s tim,
ze bude jednat jako hlavni zkousejici a bude
vazan podminkami smlouvy.

that he has received a copy of the Agreement
and agrees to act as Principal Investigator and to
be bound by the terms and conditions of the
Agreement.

(B) V sekci 11B na strané 18 budou slova “ smérnici [(B) In clause 11B, on page 18, the words “Data
95/46/ES“ plné nahrazena slovy ,,0becném Protection Directive 95/46/EC” will be replaced
nafizeni o ochrané¢ osobnich udaju (EU) in their entirety with the words “General Data
2016/679”. Protection Regulation (EU) 2016/679)”.

(C) Sekce 27 bude pIné nahrazena nésledujicim [(C)  Section 27 will be replaced with the following
textem platnym od data uc¢innosti tohoto language, effective from the Effective Date of
dodatku: this Amendment:

Zvetejnéni v souladu se zakonem ¢. 340/2015 Sb. “Publication in accordance with Act no.
v oficidlnim registru smluv. Zdravotnické 340/2015 Coll. on Contract Register. Institution,
zafizeni, zadavatel a CRO timto berou na Sponsor and CRO hereby acknowledge that
védomi, ze tato smlouva a souvisejici details of the Agreement and any related
dodatek/dodatky musi byt publikovany v souladu amendment(s) are required to be published
se zdkonem ¢&. 340/2015 Sb. v oficidlnim pursuant to Act no. 340/2015 Sh., on the official
registru:  https://smlouvy.gov.cz/ (dale jen register: https://smlouvy.gov.cz/ (“Agreements
“registr smluv”). Register”).

Smluvni strany souhlasi, Ze nebudou zvefejnéna The Parties agree that no business secrets or
Zadna obchodni tajemstvi nebo osobni udaje ani personal information shall be disclosed or made
nebudou uvedena jako soucast takové publikace. public as part of such publication. For the
Pro ely této smlouvy a souvisejici purposes of the Agreement and any related
dodatek/dodatky je za takové obchodni tajemstvi amendments, such business secrets include but
povazovano, kromé jiného, platebni informace are not limited to: payment information attached
ptilozené v priloze A, minimalni pocet as Exhibit A, the minimum enrollment goal,
zatazenych subjekti hodnoceni, predpokladany expected number of Study subjects enrolled and
poCet zafazenych subjekti hodnoceni a the expected duration of the Study. As a result,
predpokladana délka klinického hodnoceni. Jako the Parties will agree a version of the Agreement
vysledek, smluvni strany odsouhlasily verzi and any related Amendment(s) for publication,
smlouvy o klinickém hodnoceni  a in which all business secrets and personal
prislusného/nych dodatku/kii pro zvefejnéni, ve information have been redacted. These will be
kterych budou ochodni tajemstvi a osobni Udaje attached to the Agreement and any related
vyjmuty. Tato verze je ptiloZena jako Pfiloha D amendments as Exhibit D to each such
(dale jen “schvalena verze”). Smluvni strany documents (“Agreed Form”). The Parties agree
souhlasi, Ze zdravotnické =zafizeni zajisti that the Institution shall effect the publication of
zvetejnéni v registru smluv do péti (5) the Agreed Form on the Agreements Register
pracovnich dni ode dne posledniho podpisu této within 5 working days of the Date of Final
smlouvy, nebo v pfipadé dodatku ke smlouvé od Signature of this Agreement, or in the case of
posledniho podpisu pfislusného dodatku. Po any related amendments, the Date of Final
zvefejnéni smlouvy bude zdravotnické zafizeni Signature of the respective amendment(s). At
informovat CRO / zadavatele o tomto zvefejnéni the time of publication the Institution will
v registru smluv zasldnim notifikace na inform CRO / Sponsor of publishing the
nasledujici adresu: XXX Pokud zdravotnické Agreement and any related amendment(s) in the
zatizeni nezvefejni schvalenou verzi této Agreements Register by designating the
smlouvy a pfislusného/nych dodatku/kti do péti following email address: XXX as the email
(5) pracovnich dni ode dne posledniho podpisu address to which a notification of publication in
ptislusnych dokument®, jsou zadavatel nebo the Agreements register shall be sent. Should the
CRO opravnéni tak uéinit. Pokud je tato smlouva Institution fail to publish the Agreed Form of
nebo pfislusny/né dodatek/tky podepsiny 1. this Agreement and any related Amendment(s)
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cervence 2017 nebo déle, smluvni strany
souhlasi, Ze tato smlouva a pfisluSny/né
dodatek/tky nevejdou v uéinnost dokud neni
schvalena verze zvefejnéna v registru smluv v
souladu s timto c¢lankem (dale jen “datum
ucinnosti”).

V kazdém piipadé si CRO vyhrazuje pravo
nedodat hodnocené 1é¢ivo do doby, nez bude tato
smlouva a prislusny/né dodatek/tky zvetejnény v
souladu s timto ¢lankem.

Pokud nastanou pochybnosti o platnosti
schvalené verze po jejim zvefejnéni, smluvni
strany se navzajem informuji ihned jak je to
prakticky mozné po  zjiSt¢ni takovych
pochybnosti a spole¢né budou pracovat na
uprave schvalené verze pro zvetejnéni.

Zdravotnické  zafizeni v Zadném = pripadé
nezvefejni tuto smlouvu a  piislusny/né
dodatek/tky jinak nez ve schvalené verzi, pokud
neni pisemné odsouhlaseno jinak s CRO a
zadavatelem.

within 5 working days from the Date Of Final
Signature of the respective documents, the
Sponsor or CRO may publish the Agreed Form.
If the signature date of this Agreement or any
related amendment(s) is on or after 1 July 2017,
the Parties agree that this Agreement, or related
amendment(s) as applicable shall not come into
effect until the Agreed Form has been published
in accordance with this clause (“Effective
Date™).

In any event, CRO reserves the right not to
provide Takeda 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
to agree a revised version of the Agreed Form
for publication.

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.

2. Ve vSech ostatnich ohledech zlstavaji
podminky smlouvy v plné platnosti a G¢innosti.

3. Tento dodatek je vyhotoven v Eeském jazykovém
znéni a v anglickém jazykovém znéni, pfiCemz

2. In all other respects, the terms and conditions
of the Agreement shall remain in full force and
effect.

3. This Amendment is executed in both, the Czech
and the English versions with the Czech version

prednost mé ¢eské jazykové znéni.

prevailing.

NA DUKAZ CEHOZ strany tento dodatek podepisuji
s tim, Ze ucinnosti nabyva ke dni nabyti G¢innosti
uvedenému vyse.

IN WITNESS WHEREOF, the parties have executed
this Amendment and it shall be effective as of the
Effective Date set forth above.
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PPD Investigator Services LLC

By/Podpis:

Name/Jméno:

Title/Pozice:

Date/Datum:

Fakultni nemocnice Kralovské Vinohrady

By/Podpis:

Name/IJméno: Doc. MUDr. Robert Grill, Ph.D., MHA

Title/Pozice: director/feditel

Date/Datum:

Zkousejici/Principal Investigator:
I Acknowledge and Agree/Beru na védomi a souhlasim

By/Podpis:

Name/Jméno: XXX

Date/Datum:




