AMENDMENT #1

DODATEKE. 1

TO

KE

CLINICAL TRIAL AGREEMENT

SMLOUVE O KLINICKEM HODNOCENI

THIS AMENDMENT #1 to the Agreement (as
defined below) is made and is valid as of the
date of last signature, and shall come into
effect on the date of publication of the
Agreement in the Register of Contracts
(“Effective Date”),

and is entered into between

Regeneron Pharmaceuticals, Inc, a New
York corporation, located at 777 Old Saw Mill
River Road, Tarrytown, New York 10591-6707,
USA ("Sponsor")

And

Fakultni nemocnice Kralovské Vinohrady,
having an address at Srobarova 50, 100 34
Praha 10, Czech Republic ID No: 00064173,
VAT No: CZ00064173, Ref. No.: KH 42/2015,
cost center 29049, represented by Prof. MUDr.
Petr Arenberger, DrSc., MBA, FCMA, Director
("Institution")

and shall amend the Clinical Trial Agreement
dated 19 January 2016 (“Agreement”).

WHEREAS, I s authorized to sign
as signatory on behalf of the Sponsor.

TENTO DODATEK ¢. 1 ke smlouvé (ktera je
definovana niZe) je vyhotoven aje platny ke
dni posledniho podpisu a vstoupi v ucinnost ke
dni uverejnéni smlouvy vregistru smluy,
(,datum ucinnosti“)

a uzavira se mezi

Regeneron Pharmaceuticals, Inc,,
spolecnosti se sidlem na adrese 777 Old Saw
Mill River Road, Tarrytown, New York 10591-
6707, USA (,,zadavatel”)

a

Fakultni nemocnici Kralovské Vinohrady, se
sidlem Srobarova 50, 100 34 Praha 10, Ceska
republika, IC: 00064173, DIC: CZ00064173,
Cislo jednaci: KH 42/2015, nakladové stiedisko
29049, zastoupenou Prof. MUDr. Petrem
Arenbergerem, DrSc., MBA, FCMA, reditelem
(,zdravotnické zarizeni“)

a doplni smlouvu o klinickém hodnoceni ze
dne 19. 1. 2016 (,,smlouva“).

VZHLEDEM K TOMU, ZE - BE
opravnén podepisovat se jako osoba
s podpisovym pravem za zadavatele.

WHEREAS, this Amendment covers services
that have already been performed from 24
January 2018 and shall continue to cover

VZHLEDEM K TOMU, ZE tento dodatek
zahrnuje sluzby, které jiz byly provedeny od
24. ledna 2018 a nadale pokryva sluzby az do

services until the termination of the | ukoncenismlouvy.
Agreement.
WHEREAS, Sponsor has requested that | VZHLEDEM K TOMU, ZE zadavatel poZadal

Institution conduct a clinical study entitled “An
open-label extension study to assess the

zdravotnické zarizeni o provedeni Klinické
studie nazvané ,PokraCovani nezaslepené
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long-term safety and efficacy of dupilumab
in patients 26 months to <18 years of age
with Atopic dermatitis” (the "Study") at
Institution's facilities through its employee,
I I B D
("Principal Investigator") concerning Protocol
number R668-AD-1434 (“Protocol”); and

studie Kk  vyhodnoceni dlouhodobé
bezpecnosti a ucinnosti dupilumabu u
pacientti s atopickou dermatitidou ve véku
od 6 mésicti vcetné do 18 let” (,studie”) ve
zdravotnickém zarizeni prostrednictvim jeho
zaméstnance

(,hlavni zkousejici“), pokud jde o
protokol R668-AD-1434 (,protokol“); a

WHEREAS, the parties wish to amend the
Agreement;

VZHLEDEM K TOMU, ZE si strany této
smlouvy preji smlouvu doplnit;

NOW, THEREFORE, the parties agree as|SE STRANY PROTO NYNi dohodly na
follows: nasledujicim:
1. The Exhibit B (Budget and Payment | 1. Priloha B  (Rozpocet a platebni

Terms) to the Agreement is hereby deleted and
replaced with the attached revised Exhibit B.
Exhibit B changes payment terms due to
implementation of protocol amendment 1 and
3.

podminky) ke smlouvé se timto odstranuje a
nahrazuje se pripojenou revidovanou ptrilohou
B. Priloha B méni platebni podminky v
dlisledku zavedeni dodatku protokolu 1 a 3.

2. The parties hereby agree to add a new
section 9.8 entitled “Required Filings” to
the Agreement:

“9.8 Required Filings. In order to comply
with the requirement of the applicable
regulations including, but not limited to, The
Register of Contracts Act No. 340/2015 Coll,
as amended, and guidelines and regulations
issued by the Ministry of the Czech Republic
(hereinafter referred to as “Contract
Register”), the Parties agree with the
disclosure of the Agreement and any
Amendments thereto by the Institution. The
parties have agreed that information
designated as Confidential Information or
trade secret information by the Sponsor shall
be removed before the Agreement and any
Amendments thereto are entered in the
Register of Contracts and that Annexes shall
not be published in the Register of Contracts.
The Sponsor shall attach a redacted version of
the Agreement and any Amendments thereto

2. Strany timto souhlasi, Ze pridaji ke smlouvé
novy bod 9.8 niZe snazvem ,PoZadovana
podani“:

»,9.8 PoZadovana podani. Aby bylo
vyhovéno pozadavkim platnych predpisq,
vcetné zakona o registru smluv ¢.340/2015
Sb.,, vplatném znéni, a pokynid a natizeni
vydanych Ministerstvem Ceské republiky (dale
jen ,registr smluv”), souhlasi strany stim, Ze
zdravotnické zarizeni zverejni smlouvu
aveSkeré dodatky kni. Strany se dohodly, Ze
informace, které zadavatel oznacil jako
diivérné informace nebo informace obsahujici
obchodni tajemstvi, budou odstranény
predtim, neZ budou smlouva a veskeré dodatky
k ni zadany do registru smluv, a Ze v registru
smluv nebudou zverejnény Zadné prilohy.
Zadavatel prilozi redigovanou verzi smlouvy
a jakychkoli dodatkt k ni, ktera bude priloZena
k tomuto dodatku jako ptiloha E (dale jen
,redigovana smlouva“), ve strojové Citelném
formatu a tim, Ze tak ucini, umoZni zverejnéni
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which shall be attached to this Amendment as
Exhibit E (hereinafter referred to as “Redacted
Agreement”) in a machine-readable format,
and by doing so, enable that the Redacted
Agreement is published in the Contract
Register. The Institution shall ensure
publication of the the original Agreement and
this Amendment within twenty (20) days and
shall inform the Sponsor and CRO about the

redigované  smlouvy  vregistru  smluv.
Zdravotnické zarizeni zajisti zverejnéni
ptivodni smlouvy a tohoto dodatku do dvaceti
(20) dnti a bude informovat zadavatele a CRO
otomto zverejnéni na e-mailové adrese:
SubmissionsCR@iconplc.com.

disclosure at e-mail address:
SubmissionsCR@iconplc.com.
3. In the event of a conflict between the | 3. V pripadé rozporu mezi podminkami

terms of this Amendment and the Agreement,
the terms of this Amendment shall take
precedence.

tohoto dodatku a smlouvy
podminky tohoto dodatku.

jsou urcujici

4. Except as amended and supplemented
hereby, all of the terms of the Agreement shall
remain and continue in full force and effect and
are hereby confirmed in all respects.

4, S vyjimkou zde uvedenych uprav a
doplnéni zlistavaji vSechny podminky smlouvy
plné platné a Gcinné a timto se potvrzuji ve
vSech ohledech.

(Signature Page to Follow)

(Nasleduje podpisova strana)
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IN WITNESS WHEREQF, the parties have
executed this Amendment as of the Effective
Date.

NA DUKAZ CEHOZ strany podepsaly tento
dodatek k datu tcinnosti.

REGENERON PHARMACEUTICALS, INC.

By/Podpis:

Name/Jméno:

Title/Funkce:

Date/Datum:

Fakultni nemocnice Kralovské Vinohrady

By/Podpis:

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

Title/Funkce: Director/reditel

Date/Datum:

READ AND ACKNOWLEDGED:

|, N e
Principal Investigator in this clinical trial,
hereby confirm that | have become acquainted
with the Protocol and all the documents
provided by the Sponsor for the conduct of the
clinical trial. I have become acquainted with
this amendment; I shall comply with the duties
stipulated therein for the Principal Investigator
and proceed in accordance with Act No.
378/2007 Coll, on Pharmaceuticals, as
amended, and in accordance with other
legislation. I further declare and undertake, in
accordance with this amendment and a
separate agreement between the Sponsor and
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PRECTENO A POTVRZENO:

J4, I
hlavni  zkouSejici  tohoto  klinického
hodnoceni, timto potvrzuji, Ze jsem se
seznamil s protokolem a vSemi dokumenty
predanymi  zadavatelem k provedeni
klinického hodnoceni. Byl jsem seznamen s
timto dodatkem, budu dodrZovat povinnosti
v ném stanovené hlavnimu zkouSejicimu a
postupovat v souladu se zakonem (.
378/2007 Sb., o 1écivech, v platném znéni a
dalSimi pravnimi predpisy. Dale prohlasuji a
zavazuji se, Ze v souladu s timto dodatkem a
v souladu se separatni smlouvou uzavienou
mezi mnou a  zadavatelem  budu
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myself, to pay, from the funds that I receive
from the Sponsor, the agreed remuneration to
persons
collaborating on the conduct of this clinical

the sub-investigators and other

trial, and to be fully responsible for this task.

By/Podpis:

z prosttedkiT.  mnou  obdrZenych  od
zadavatele vyplacet sjednané odmény
spoluzkousSejicim a  dalsim  osobam
spolupracujicim na provadéni tohoto

klinického hodnoceni a budu za to plné
zodpovédny.

Name,/Jméno: I

Title/Funkce: Principal Investigator/Hlavni zkouSejici

Date/Datum:

Verze 4.0, 12.ledna 2017
R668-AD-1434 Amendment 1 to Institution CTA

PI name: [
Site Number: 203806

Version 4.0, 12 January 2017
R668-AD-1434 Dodatek 1 ke smlouvé se zdravotnickym zatizenim

Jméno hlavniho zkouSejiciho: |

[
Cislo centra: 203806



R668-AD-1434 R668-AD-1434

Exhibit B Priloha B

Budget and Payment Terms Rozpocet a platebni podminky

The anticipated total amount to be paid to | O¢ekavana  celkova  Castka  vyplacena
Institution for conducting this Study is CZK | zdravotnickému zafizeni za provadéni této

140,000.00 Studie ¢ini 140,000.00 K¢.
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Exhibit C Priloha C
Beneficiary Details Form Bankovni udaje prijemce platby
Ptovided under separate cover Poskytnuto samostatné
Verze 4.0, 12.ledna 2017 Version 4.0, 12 January 2017
R668-AD-1434 Amendment 1 to Institution CTA R668-AD-1434 Dodatek 1 ke smlouvé se zdravotnickym zatizenim
PI name: [ Jméno hlavniho zkousejiciho: G
: [
Site Number: 203806 Cislo centra: 203806



Exhibit E Priloha E
Redacted Version of the Agreement Upravena verze smlouvy
Provided under separate cover Poskytnuto samostatné
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