Amendment no. 1
of Clinical Study Agreement

This amendment dated 12-Sep-2019 to the Clinical
Study Agreement (the “Amendment”) is entered
into by and between

Medpace Clinical Research, LLC, with its
principal office and place of business at 5375
Medpace Way, Cincinnati, Ohio 45227, USA
("Medpace”); and

Fakultni nemocnice Kralovske Vinohrady, based
at Srobarova 1150/50, 10034 Praha 10, Czech
Republic, reference number KH XXXX, cost center
XXXX, represented by assoc. prof. Robert Grill,
M.D., Ph.D., MHA, Director ("Institution”); and

prof. Petr Arenberger, M.D., DrSc., MBA, with
his permanent residence at XXXXX, Czech
Republic, Date of Birth XXXXX (“Principal
Investigator™).

Medpace, Institution and Principal Investigator are
sometimes collectively referred to herein as parties
(the “Parties”).

RECITALS:

WHEREAS, Parties entered into a Clinical Study
Agreement as of 25" July 2018 with efective date as
of 08 August 2018 (the “Agreement”) pursuant to
which Principal Investigator and Institution are
conducting a Study based on Protocol No. 2125-
MEL-301, titled “A Randomized Phase 3
Comparison of IMO-2125 with Ipilimumab versus
Ipilimumab Alone in Subjects with Anti-PD-1
Refractory Melanoma (the “Protocol”); and

WHEREAS, the Parties desire to amend the
Schedule A of the Agreement in order to to update
the budget contained therein.

NOW THEREFORE, the Parties hereby agree as
follows:

Dodatek ¢. 1
Smlouvy o klinické studii

Tento dodatek smlouvy o klinické studii ze dne
12. z4ti 2019 (dale jen ,,dodatek*) uzaviraji

Medpace Clinical Research, LLC, se sidlem
a provozovnou na adrese 5375 Medpace Way,
Cincinnati, Ohio 45227, USA (,,Medpace®); a

Fakultni nemocnice Kralovské Vinohrady,
se sidlem na adrese Srobarova 1150/50, 100 34
Praha 10, Ceska republika, &islo jednaci: KH
XXXX, nakladové  stfedisko:  XXXX,
zastoupenou Doc. MUDr. Robertem Grillem,
Ph.D., MHA, feditelem (dale jen ,,zdravotnické
zafizeni”); a

prof. MUDr. Petr Arenberger, DrSc., MBA,
s trvalym bydligtém na adrese XXXXX, Ceska
republika, datum narozeni XXXXX (dale jen
,hlavni zkousejici®).

Spole¢nost Medpace, zdravotnické zatizeni a
hlavni zkousSejici jsou v nékterych piipadech v
tomto dokumentu spole¢né oznacovani jako
smluvni strany (dale jen ,,smluvni strany*).

ODUVODNENT:

JELIKOZ strany uzavfeli smlouvu o klinické
studii ke dni 25. ¢ervence 2018 s G¢innosti od
08. srpna 2018 (dale jen ,,smlouva®),
Vv souladu s niz zdravotnické zatfizeni a hlavni
zkouSejici provadi studii zaloZenou na
protokolu ¢. 2125-MEL-301 nazvaného
»Randomizovana studie faze 3 porovnavajici
kombinaci IMO-2125 s ipilimumabem a
samotny ipilimumab u pacientti s anti-PD-1
refrakternim  melanomem” (dale jen
,,protokol) a

JELIKOZ si smluvni strany pieji opravit
ptilohu A smlouvy za ucelem aktualizace
obsazeného rozpoctu.

NYNI SE PROTO strany dohodly
nasledovné:
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1. The following language is to be included in
Section A3.1, Table 4 of the Schedule A:

XXXXXX

2. The Medidata Solutions, Inc. email address will
be deleted in section A5 and replaced with the
following:

Email  for  general payment  queries:
payments@mdsol.com

Email for invoice submission:
mpay-invoice@madsol.com

3. Sponsor’s Address to be updated in the Preamble
and Section 10 Notices as follows: 505 Eagleview
Boulevard, Ste 212, Exton PA 19341, USA

4. This Amendment is effective on the date of its
publication in the contracts registry. However,
Parties agree to be bound by this Amendment as
follows: For item 1 upon date of approval of the
Protocol Amendment V. 3.0 by relevant Ethics
committee and State Institution for Drug
Control. For items 2 and 3 as of the effective
date of the Agreement.

5. All other provisions of the Agreement shall
remain unchanged and in effect.

IN WITNESS WHEREOF, the Parties hereto have
executed this Amendment by proper persons
thereunto duly authorized

1. Nasledujici dodate¢né ustanoveni bude
doplnéno do ustanoveni A3.1, Tabulka 4
prilohy A.

XXXXXX

2. Emailova adresa spole¢nosti The
Medidata Solutions, Inc v ¢asti A5 bude
odstranéna a nahrazena nasledujicim:
Email pro obecné dotazy ohledné plateb:
payments@mdsol.com
Email pro dotazy ohledné zasilani faktur:

mpay-invoice@mdsol.com

3. Adresa zadavatele bude aktualizovdna v
Preambuli a Oddilu 10 Oznameni takto: 505
Eagleview Boulevard, Ste 212, Exton PA
19341, USA

4. Tento dodatek nabyva uéinnosti dnem
zvetejnéni v registru smluv. Smluvni
strany se vSak dohodly, Ze budou timto
dodatkem vazany takto: Bod 1 ke dni
schvaleni Dodatku Protokolu v. 3.0
ptislusnou Etickou komisi a Statnim
ustavem pro kontrolu 1é¢iv.; Body 2 a 3
ode dne u¢innosti Smlouvy.

5. Veskera dal$i wustanoveni smlouvy,
zustanou nadale platna a uc¢inna ve znéni
uvedeném ve smlouve.

NA DUKAZ CEHOZ strany prostiednictvim
ktomu fadné opravnénych osob uzaviely
tento dodatek.
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Medpace Clinical Research, LLC

By (signature) / Podepsal (podpis)
XXXXXX
Name / Jméno

XXXXXX
Title / Funkce

Date / Datum

Institution / Zdravotnické zarizeni

By (signature) / Podepsal (podpis)

Doc. MUDr. Robert Grill, Ph.D., MHA

Name / Jméno

Director / Reditel
Title / Funkce

Date / Datum

Principal Investigator / Hlavni zkousSejici

By (signature) / Podepsal (podpis)

Prof. MUDr. Petr Arenberger, DrSc., MBA
Name / Jméno

Principal Investigator / Hlavni zkousSejicic

Title / Funkce

Date / Datum
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