Amendment # 2 to Clinical Trial Agreement

By and Between

ARAGON PHARMACEUTICALS, INC,
Pharmaceutical Research Associates CZ,
s.r.o., Thomayerova nemocnice and

For ARN-509-003

This Amendment # 2 (the “Amendment # 2
‘) by and among ARAGON
PHARMACEUTICALS, INC, with offices located
at 12780 El Camino Real, Suite 301, San Diego,
CA 92130 ("Sponsor') represented by
Pharmaceutical Research Associates CZ, s.r.o.

by virtue of Delegation of authority dated
SN ¢ Thomayerova
nemocnice with offices located at Videnska
800, Praha 4 — Kr¢, 140 59, Czech Republic
Company ID number (IC): 00064190, TAX ID
number (DIC): CZ00064190, represented by

doc. MUDr. Zdenék Bene$, CSc., director (the
“Institution”)  and ﬁ
(“Investigator”) located at Viderniska 800, Praha
4 — Kr¢, 140 59, Czech Republic and
Pharmaceutical Research Associates CZ,
s.r.o., located at Jankovcova 1569/2c, Post
Code 170 00, Praha 7, Czech Republic,
Company ID number (IC): 276 36 852, Tax ID
number (DIC): CZ27636852, company duly
registered in the Commercial Register of the
Czech Republic maintained by the Municipal
Court in Prague, Section C, Entry 120574,
represented by MUDr. Andrea KIE, Proxy
(“PRA”) is made and effective as of the date of
execution that the last party signs below
(hereinafter “Effective Date”).

WHEREAS, Sponsor has requested Institution

and its employee,

(“Investigator”), to conduct a clinical research

study involving the study drug

(the “Study Drug”) according to Protocol ARN-

509-003 (the "Protocol") entitled
(the "Study");

WHEREAS, Sponsor, PRA, Institution and
Investigator entered into the Clinical Trial
Agreement on the 2 day of December, 2014, as
amended by Amendment # 1 to Clinical Trial
Agreement dated 10 July, 2015 (the

ARN-509-003
Czech Republic
Investigator:

Dodatek # 2 ke Smlouvé o provedeni
klinického hodnoceni

mezi

ARAGON PHARMACEUTICALS, INC,
Pharmaceutical Research Associates CZ,
s.r.o., Thomayerova nemocnice a

pro ARN-509-003

Tento Dodatek # 2 (dale jen “Dodatek # 2%)
mezi spole€nosti ARAGON
PHARMACEUTICALS, INC., se sidlem 12780
El Camino Real, Suite 301, San Diego, CA

92130 (dale jen "Sponzor") zastoupenou
spole¢nosti Pharmaceutical Research
Associates CZ, s.r.o., na zakladé plné moci ze
e I -
Thomayerovou nemocnici, se sidlem

Videriska 800, Praha 4 — Kr&, 140 59, Ceska
republika, 1C: 00064190, DIC: CZ00064190,
zastoupenou doc. MUDr. Zderikem Bene$em,
CSc., feditelem (dale jen ,Zdravotnické
zafizeni*) a

(“Zkousejici”), s mistem vykonu prace na adrese
Videniska 800, Praha 4 — Kr&, 140 59, Ceskéa
republika a spoleCnosti Pharmaceutical
Research Associates CZ, s.r.0., se sidlem
Jankovcova 1569/2c, PSC 170 00 Praha 7,
Ceska republika, IC: 276 36 852, DIC:
CZ27636852, spole€nost zapsana v Obchodnim
rejstiiku Ceské republiky vedeném Mé&stskym
soudem v Praze, oddil C, vloZzka 120574,
zastoupenou MUDr. Andreou KIE, prokuristkou
(dale jen ,PRA") se uzavira a nabyva u&innosti
dnem posledniho podpisu smluvni strany
uvedeného nize (dale jen “Datum uc&innosti”).

JELIKOZ, Sponzor pozadal Zdravotnické
zafizeni a jeho zaméstnance

(dale jen
~ZkouSejici“), aby vykonali klinické hodnoceni,

klinicky pripravek

které zahrnuje
— (dale jen ,Hodnoceny Iék*)

v souladu s protokolem ARN-509-003 (dale jen
zprotokol* pod nazvem
(dale jen ,studie®);

JELIKOZ, Sponzor, PRA, Zdravotnické zafizeni
a Zkousejici uzavriely Smlouvu o provedeni
klinického hodnoceni dne 2 prosince 2014, ve
znéni Dodatku # 1 ke Smlouvé o klinickém
hodnoceni ze dne 10 Cervence 2015 (dale jen
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“Agreement”);

WHEREAS, Sponsor, PRA, Institution and
Investigator desire to amend the Agreement
effective the date of this Amendment # 2 to
implement the cross-over of Clinical Trial

subjects from placebo arm to active arm
) s cescrbed In

Protocol Amendment Number 8, dated 15"
March 2017.

WHEREAS contact information for the Sponsor’s
Payment Agent for the Study shall be modified.

NOW THEREFORE, for exchange of the mutual
promises contained herein and for other good and
valuable consideration, the receipt and adequacy
of which is hereby acknowledged, the parties
hereto agree as follows:

A. Exhibit B —-Budget & Payment
Terms

The following new clause will be added:

Cross-over Clinical Trial Subjects

For Clinical Trial Subjects crossing over
from the placebo arm to the active arm
of study (). 'nstitution will
invoice for visit costs that have been
agreed for the active arm of study.

Patients who cross-over, will begin their
first visit at Cycle 1 Day 1, and proceed
with visits as shown in the table, “Per
Subject Fee: Cross-over Patients”.

Table for Per Subject Fee - for Patients
initially assigned active drug (
and Table for Cross-over patients are
attached, hereto, taking into account revised
language by reference and shall be attached to
the Exhibit B of the Agreement.

B. The Payment Agent information in
Section 17 of the Agreement is hereby
updated to replace the reference to
Clinverse, Inc. with “Clinverse, Inc. d/b/a
Bioclinica Financial Lifecycle Solutions,
a wholly-owned subsidiary of Bioclinica,
Inc.” Additionally, the “Mail To” address
for Payment Agent on Exhibit B of the
Agreement is hereby updated to read as

ARN-509-003
Czech Republic
Investigator:

“Smlouva”);

JELIKOZ, si Sponzor, PRA, Zdravotnické
zafizeni a ZkouSejici pfeji doplnit Smlouvu s
Gcinnosti ke dni tohoto Dodatku # 2 z dGvodu
prechodu subjektt klinického hodnoceni z
ramene s placebem na aktivni rameno IéCby
() -« je popsano v
Dodatku Protokolu €. 8, ze dne 15 bfezna 2017.

JELIKOZ budou upraveny kontaktni informace
pro platebniho agenta Sponzora pro studii.

Z TOHO DUVODU, s ohledem na predpoklady,
vzajemné zavazky v tomto Dodatku # 2
obsazené a na dalSi pfiméfenou protihodnotu,
jejiz prijeti a dostate€nost jsou timto uznavany,
se Strany dohodly nasledovné:

A. Priloha B — Rozpocet a Platebni
kalendar

Nasledujici novy odstavec bude pfidan:

Prechazejici subjekty klinického
hodnoceni

U subjekta klinického hodnoceni, ktefi
pfechazeji z ramene s placebem do
aktivniho studijniho ramene ([ )
bude Zdravotnické zafizeni vystavovat
fakturu za navstévy, které byly
odsouhlaseny pro aktivni rameno studie.

Subjekty, ktefi pfechazeji, zahji svou prvni
navstévu v Cyklu 1 Den 1 a pokraluji v
navstévach, jak je uvedeno v tabulce
“Platba za subjekt: Pfechazejici subjekty”.

Tabulka pro platbu subjektd — pro subjekty
puvodné prifrazené na aktivni [écbu
() - Tabulka pro prechazejici
subjekty jsou soucasti tohoto Dodatku # 2, s
odkazem na upraveny text a jsou timto vlozeny
do Pfilohy B Smlouvy.

B. Informace o platebnim agentu v
odstavci 17 Smlouvy jsou timto
upraveny tak, aby nahradily odkaz na
Clinverse, Inc. nasledovné: “Clinverse,
Inc. d/b/a Bioclinica Financial Lifecycle
Solutions, dcefinna spole€nost
spole€nosti Bioclinica, Inc.” Dale se
upravuje “postovni adresa” platebniho
agenta v Pfiloze B  Smlouvy
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follows:

Email to [N

Or Mail to:
BIOCLINICA FLS
4025 Stirrup Creek Drive, Suite 100

Durham, NC 27703 USA

Parties hereby agree that Section 7.6
Register of Contracts in the Czech
Republic is added into Section 7
Ownerhip of Data — Confidentiality —
Registry - Publication of the Agreement
and reads as follows:

“7.6 Register of Contracts in the Czech
Republic

The Institution undertakes to ensure the
publication of the Agreement and futher
Amendments with the exception of
Trade Secret and other information that
should be excluded from such
publication (e.g. personal data) through
the Register of Contracts as a public
administration information system
pursuant to section 5(1) of Act No.
340/2015, on special conditions for the
effectiveness of some contracts, the
disclosure of these contracts and on
registers of contracts (the “Act on
Register of Contracts”) and in
compliance with Act 106/1999, On Free
Access to Information (as amended),
guidelines and decisions of the Ministry
of Health of the Czech Republic. The
Institution is obliged to publish the
Agreement within 10 days following the
date of last signature of the Agreement.
Institution shall then pass to PRA a
confirmation from the administrator of
the Register of Contracts to following
email address: || unless
the PRA is notified directly by the
administrator of the Register of
Contracts.

PRA will provide the Institution with final
redacted version of the Agreement

nasledovné:

Email: [ GG

Postovni adresa:

BIOCLINICA FLS

4025 Stirrup Creek Drive, Suite 100

Durham, NC 27703 USA

Smluvni strany timto souhlasi, ze
Clanek 7.6 Registr smluv v Ceské
republice bude vlozen do d&asti 7
Uvefejnéni — Dlvérnost — Rejstiik -
publikace Smlouvy a zni nasledovné:

“7.6 Registr smluv v Ceské republice

Zdravotnické zafizeni se timto zavazuje
zajistit uverejnéni Smlouvy a
pfipadnych  dodatklT s  vyjimkou
obchodniho tajemstvi a  dalSich
informaci, které by mély byt vylou¢eny z
takového zvefejnéni (napf. Osobni
Udaje) a to prostfednictvim Registru
smluv v rédmci informacéniho systému
vefejné spravy v souladu s § 5 odst. 1
zakona €. 340/2015 Sb., o zvlasnich
podminkach uginnosti nékterych smluv,
uvefejfiovani téchto smluv a o registru
smluv (“Zakon o registru smluv”) a v
souladu se zdkonem ¢&. 106/1999, o
svobodném pfistupu k informacim, ve
znéni pozdéjSich predpisit a dale s
pokyny a rozhodnutimi Ministerstva
zdravotnictvi Ceské republiky.
Zdravotnické zafizeni je povinnno
Smlouvu uverfejnit do 10 dnl od data
posledniho podpisu Smlouvy.
Zdravotnické zafizeni poté preda PRA
potvrzeni od spravce Registru smluv na
e-mailovou adresu || . pokud
neni PRA informovana pfimo spravcem
Registru smluv.

PRA doruli bez zbyte&ného odkladu
Zdravotnickému  zafizeni  konecnou
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determined for publication.

If the Institution fails to fulfill the
obligation referred to above, PRA shall
proceed to publish the Agreement in the
Register of Contracts with the exception
of Trade Secret of Janssen and other
information (e.g. personal data), which
should be excluded from the
publication, so as to maintain the
deadline according to section 5(2) of the
Act on Register of Contracts.

Prior to any publication of the
Agreement in the Register of Contracts
pursuant to this Section 7.6, the Parties
undertake:

() to discuss with the other Party
the accuracy of the content of the
Agreement to be published, after Trade
Secret and other information to be
excluded, as indicated above, from
publication have been rendered
illegible, and published metadata,
before sending a data message to the
administrator of the Register of
Contracts with an electronic image of
the remainder of the content of the
Agreement;

(i) to notify the other Party before
making any further submissions to
Register of Contracts on its own
initiative or as a response to the
administrator of the Register of
Contracts.

After complying with the obligations set
forth above, the Party which sends the
Agreement to the administrator of the
Register of Contracts is also obliged to
let the administrator of the Register of
Contracts know the databox details of
the other Party.

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

podobu Smlouvy s redikci uréenou pro
uverejnéni.

Pokud Zdravotnické zafizeni nesplni
vySe uvedenou povinnost, provede
uvefejnéni Smlouvy v Registru smluv
PRA, s vyjimkou obchodniho tajemstvi
spole¢nosti Janssen a dalSich informaci
(napf. Osobnich udaja), které by mély
byt vylou€eny z uverejnéni, tak aby byla
dodrzena |hGta podle § 5 odst. 2
Zakona o registru smiluv.

Pfed kazdym zvefejnénim Smlouvy v
Registru smluv podle této Casti 7.6 se
smluvni strany zavazuji:

0] Projednat s druhou smluvni
stranou pfesnost obsahu Smlouvy,
ktera ma byt zvefejnéna, poté, co
obchodni tajemstvi a dal$i informace,
které maji byt vylouCeny, jak je
uvedenou vySe, byly ve Smlouvé
znecitelnény a to pfed odeslanim
datové zpravy spravci Registru smluv s
elektronickou verzi upravené Smiouvy;

(i) Obeznamit  druhou  smluvni
stranu pfedtim, nez u€ini dalSi podani
ke zvefejnéni v Registru smluv z
vlastniho podnétu nebo jako odpovéd
pro spravce Registru smluv.

Po splnéni vySe uvedenych povinnosti
je smluvni strana, ktera zasilad Smlouvu
spravci Registru smluv, rovnéz povinna
obeznamit spravce Registru smluv s
udaji databaze druhé smluvni strany.

Potvrzeni obsahu Smlouvy. Smluvni
strany timto potvrzuji, Ze ve vSech
ostatnich ustanovenich zUstava
Smlouva nezménéna.

All other terms and conditions of the Agreement  VesSkeré ostatni pojmy a podminky ve Smilouvé
shall remain in full force. zUstavaji neménné.
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IN WITNESS WHEREOF, the parties hereto have NA DUKAZ TOHO, podepsali fadné zmocnéni
caused this Amendment # 2 to be executed by  zastupci smluvnich stran tento Dodatek # 2
their duly authorized representatives as of the dne, jak je uvedeno dale, ale s ucinnosti pro
date first above written. vSechny ulely k datu U€innosti.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.

Signature/ Podpis:
Authorised Signature / Podpis zmocnéného zastupce

Name/ Jméno: MUDr. Andrea KI¢
Title/ Funkce: proxy / prokuristka

Date/ Datum:

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O. on behalf of ARAGON
PHARMACEUTICALS, INC. by virtue of Delegation of authority

Signature/ Podpis:
Authorised Signature / Podpis zmocnéného zastupce

Nam/ Jméno: MUDr. Andrea KI¢&
Title/ Funkce: proxy / prokuristka

Date/ Datum:

Thomayerova nemocnice

Signature/ Podpis:

Name/ Jméno: doc. MUDr. Zdenék Benes, CSc.

Title/ Funkce: Director / feditel

Date/ Datum:

Signature/ Podpis:

Name/ Jméno: [ EGcGIGEG
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Title/ Funkce: Investigator / ZkousSejici

Date/ Datum:

Table for Per Subject Fee —

Patients initially assigned active drug

)

Not published

Table for Cross-over patients
Cross Over Patients from Placebo Arm to

For all patients per Amendment #8: PK samples
will no longer be collected and radiographic
scans are no longer required. Once a patient
consents to PA #8, no costs for PK or
radiographic scans should be invoiced. For

patients initially = assigned active  drug
() their visit frequency will remain
the same.

Based on the site checking the procedures in
the protocol at the time of invoicing, this will
determine the cycle visit unit cost.

The site invoice should align with the data
entered in EDC for the relevant cycle number
and visit cycle type.

Table showing payments for cross over
patients from Placebo Arm to

Not published
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Tabulka pro platbu subjektt —

Subjekty plivodné pfifazené na aktivni Ié¢bu

)

Nezverejnéno

Tabulka pro prechazejici subjekty
Prechazejici subjekty z ramene s placebem
na

Pro vSechny subjekty dle Dodatku Protokolu €.
8. PK vzorky se jiz nebudou shromazdovat a
radiologické vySetfeni se jiz nevyzaduje.
Jakmile subjekt souhlasi s Dodatkem Protokolu
€. 8, zadné platby za PK nebo radiologické
vySetfeni nebudou fakturovany. Pro subjekty
puvodné zafazené do  aktivni  |écby
() :zostanou frekvence navétév
stejné.

Na zakladé kontroly vykond v protokolu v
okamZiku fakturace ze strany feSitelského
centra, bude urlena platba za jednotlivou
navstévu cyklu.

Faktura ze strany fesitelského centra by méla
odpovidat Udajim zadanym v EDC pro
pFislusné €islo cyklu a typ navstévy (cyklu).

Tabulka zobrazujici platby pro prechod
subjektdt z ramene s placebem na

Nezverejnéno
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