AMENDMENT 1 TO CLINICAL TRIAL
AGREEMENT

THIS AMENDMENT 1 TO CLINICAL TRIAL
AGREEMENT (“Amendment 1”), dated as of
12™ April, 2017 (“Amendment 1 Effective Date™),
is by and among:

Fakultni nemocnice Kralovské Vinohrady,
Srobarova 1150/50, 100 34 Praha 10, Czech
Republic, ID: 00064173, Tax ID: CZ 00064173,
Ref. No. KH _ cost center: | R
represented by Assoc. Prof. MUDr. Robert Grill,
Ph.D., MHA, Director (“Institution”) and

Acerta Pharma, LLC, a Delaware limited liability
company, located at [ (Acerta”)
(“Sponsor”). The Institution and Sponsor are
hereinafter individually referred to as a (“Party”)
and are collectively known as the (“Parties”).

The Parties acknowledge that Pharmaceutical
Research Associates CZ, s.r.0., located at
Jankovcova 1569/2¢, Post Code (PSC): 170 00,
Praha 7, Czech Republic, Company ID number:
27636852, Tax ID: CZ27636852, represented by
MUDr. Andrea KI¢, proxy (“PRA” or “CRQO”) is
acting as an independent contractor for Sponsor to
provide certain clinical trial management services
for the Study.

Sponsor desires Institution under the direction of
the Principal Investigator, as defined below, to
study | (Study Drug”) and Institution
is willing to perform certain clinical trial with
respect to

the Study Drug (“Study”).
, an employee of the Internal
Hematology Clinic of the Institution, shall act as
principal investigator (‘“Principal Investigator”) in
relation to the conduct of the Study. The Parties
hereto agree as follows:

WITNESSETH:

DODATEK C. 1 KE SMLOUVE O
KLINICKEM HODNOCENI

TENTO DODATEK C.1 KE SMLOUVE
O KLINICKEM HODNOCENI (déle ,,Dodatek
¢.1%) ze dne 12 dubna, 2017 (dale ,,Datum
ucinnosti dodatku &. 1°) je uzaviran mezi:

Fakultni nemocnici Kralovské Vinohrady,
Srobarova 1150/50, 100 34 Praha 10, Ceska
republika, ICO: 00064173, DIC: CZ 00064173,

Cislo i'ednaci: KH . nikladové stiedisko:

, zastoupenou Doc. MUDr. Robertem
Grillem, Ph.D., MHA, feditelem (dale
,.zdravotnické zafizeni®) a
spolec¢nosti Acerta Pharma, LLC, spole¢nost

s ruenim omezenym vedena U statu Delaware, se
sidlem na adrese (dale ,,spole¢nost
Acerta“ nebo ,,Zadavatel*). Zdravotnické zafizeni
a Zadavatel jsou dale oznacovani jednotlivé jako
(»Smluvni strana“) aspole¢né jako (,,Smluvni

strany“).

Strany berou na védomi, Ze Pharmaceutical
Research Associates CZ, s.r.o., ktera sidli na
adrese Jankovcova 1569/2¢c, PSC: 170 00, Praha 7,
Ceska  republika, IC: 27636852, DIC:
CZ27636852, jednajici MUDr. Andreou KI¢,
prokuristkou (dale jen "PRA nebo CRQ") ptisobi
jako nezéavisly dodavatel pro zadavatele, aby
poskytoval urcité sluzby za ucelem provedeni
klinického hodnoceni pro tuto studii.

Zadavatel si pfeje, aby zdravotnické zatizeni pod
vedenim hlavniho zkousejiciho, jak je definovan
nize, provedlo studii piipravku (dale
jen ,hodnoceny 1ék*), a zdravotnické zafizeni je
ochotno provést klinické hodnoceni zabyvajici se
hodnocenym lékem (dale jen ,studie®).

, zamestnanec Interni
hematologické kliniky zdravotnického zatizeni
bude v souvislosti s provadénim této studie jednat
v postaveni hlavniho zkousejiciho (dale jen ,,hlavni
zkousejici*). Smluvni strany se v souvislosti s tim
dohodly takto:

UVODNI USTANOVENI:
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WHEREAS, under the terms of a certain Clinical
Trial Agreement (“Agreement”), effective 17"
February, 2017, between and among the Parties,
Acerta retained the Institution to perform the
research study entitled “A Randomized,
Multicenter, Open-Label, Phase 3 Study of
Acalabrutinib (ACP-196) Versus Investigator’s
Choice of Either Idelalisib Plus Rituximab or
Bendamustine Plus Rituximab in Subjects with
Relapsed or Refractory Chronic Lymphocytic
Leukemia” bearing Protocol Number ACE-CL-
309, as may be amended from time to time
(“Protocol”) described in the Agreement; and

WHEREAS, the Parties hereto have entered into
certain additional agreements with respect to
modification of the Agreement, and which they
desire to memorialize in this Amendment 1;

NOW, THEREFORE, in consideration of the
premises and of the following mutual promises,
covenants and conditions hereinafter set forth, the
Parties hereto agree as follows:

1. Section 12(C). Section 12(C) of the
Agreement is hereby stricken in its
entirety and replaced with the
following:

“_’,

2. Payment Terms. To account for
changes in the paying agent for the
Sponsor, Payment Terms in the
Exhibit A, “Budget and Payment
Terms”, of the Agreement is hereby
stricken in its entirely and replaced with
the attached revised Payment Terms. It
is understood and agreed that the
Budget remains unchanged.

3. Ratification of Balance of Agreement.
In all other respects, the terms of the
Agreement are hereby ratified and
affirmed by each of the Parties hereto.

V souladu s podminkami Smlouvy o Kklinickém
hodnoceni (dale ,,Smlouva“) uzaviené dne 17.
unora 2017 mezi Smluvnimi Stranami povéfila

spoleCnost ~ Acerta  Zdravotnické zafizeni
provadénim  klinického hodnoceni S nazvem
,Randomizované  multicentrické  oteviené
klinické  hodnoceni fize 3 zkoumajici

acalabrutinib (ACP-196) v porovnani s 1é¢bou
zvolenou zkouSejicim, ktera zahrnuje bud’
idelalisib plus rituximab nebo bendamustin plus
rituximab, u pacienti s relabujici nebo
refrakterni chronickou lymfatickou leukémii,
¢. protokolu ACE-CL-309, v platném znéni (dale
»Protokol*), na n¢jz se Smlouva odkazuje.

Smluvni strany tohoto dodatku uzaviely urc€ité
dodate¢né dohody tykajici se upravy Smlouvy,
které chtéji zaznamenat v tomto Dodatku ¢. 1;

Po zvazeni vzajemného protiplnéni vychazejiciho
z uvedenych ptedpokladi a nésledujicich piislibd,
zavazkl a podminek se Smluvni strany dohodly na
uzavieni dodatku v tomto znéni:

1. Clanek 12(C). Clanek 12(C) Smlouvy
se v celém rozsahu skrta a nahrazuje se
timto znénim:

13
29

2. Platebni podminky. Aby byla
zohlednéna zména platebniho
zprostiedkovatele Zadavatele, Platebni
podminky Vv Ptiloze A Smlouvy,
»Rozpocet aplatebni podminky®, se
timto rusi anahrazuji se priloZzenym
upravenym znénim Platebnich
podminek. Je chapano a odsouhlaseno,
7e Rozpocet zlistava beze zmény.

3. Potvrzeni zbyvajicich ustanoveni

Smlouvy. Ve v8ech ostatnich
ohledech  Smluvni strany tohoto
dodatku timto potvrzuji a stvrzuji

podminky Smlouvy.
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4. Headings. The headings in this
Amendment 1 are for convenience of
reference only and shall not affect its
interpretation.

5. Counterparts. This Amendment 1 will
be executed in three counterparts, each
of which shall be deemed an original,
but all of which together shall
constitute one and the same document.

Signatures appear on following page
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4. Nadpisy. Nadpisy jsou v tomto

Dodatku ¢. 1 uvadény pouze pro snazsi
orientaci a nemaji vliv na jeho vyklad.

. Stejnopisy. Tento Dodatek ¢. 1 bude

vyhotoven  vetfech  stejnopisech,
znichz kazdy bude povazovan za
original a vSechny spole¢né budou
predstavovat jeden a tentyz dokument.

Podpisy jsou na nasledujici strané



IN WITNESS WHEREOF, the parties hereto, NA DUKAZ SOUHLASU podepsaly Smluvni
each by a duly authorized representative, have strany tento Dodatek ¢.1 prostiednictvim svych
executed this Amendment 1 as of the Amendment fadné opravnénych =zastupcu Vv Den ucinnosti
1 Effective Date. Dodatku ¢. 1.

ACERTA PHARMA, LLC

By / Podpis:

Name / Jméno:

Title / Funkce:

Date / Datum:

FAKULTNI NEMOCNICE KRALOVSKE VINOHRADY

By / Podpis:

Name / Jméno: Assoc. Prof. MUDr. Robert Grill, Ph.D., MHA
Title / Funkce: Director / Reditel

Date / Datum:

“Read and acknowledged” / “pro uznani a prijeti”

By / Podpis:

Name / Jméno: | NS

Title / Funkce: Principal Investigator / hlavni zkousejici

Date / Datum:
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