AMENDMENT n°1 TO CLINICAL TRIAL
AGREEMENT

This Amendment to Agreement (as defined
below) effective from the date of publication in
the Register of Contracts in accordance with
Act No. 340/2015 Coll., on Special Conditions
for the Effectiveness of certain Contracts,
Publications of these Contracts and on the
Contract Register (Act on Contract Register),
as amended (hereinafter the "Effective Date")
is concluded

| DODATEK C. 1 KE SMLOUVE O KLINICKEM
HODNOCEN]

|
Tento dodatek ke Smlouvé o provedeni
klinického  hodnoceni  Géinny ode dne
uvefejnéni v registru smiuv v souladu  se
zakonem ¢&. 340/2015 Sb., o zvlastnich
podminkach  ucinnosti  nékterych  smluy,
uvefejnovani téchto smluv a o registru smiuv
(zékon o registru smluv), ve znéni pozdgjsich
pfedpist (dale jen ,den G¢innosti*) se uzavira

BETWEEN:

MEZI:

ICON Clinical Research Limited (hereinafter
‘ICON”) with a VAT number IE 8201978R and
a place of business at South County Business
Park, Leopardstown, Dublin 18, Ireland,

spole€nosti ICON Clinical Research Limited
(dale jen LICON®), DIC: IE 8201978R, se
sidlem na adrese: South County BusinessI
Park, Leopardstown, Dublin 18, Irsko,

AND

A —_— 3

Oblastni nemocnice Kladno, a.s. nemocnice
StfedoCeského kraje, Van&urova 1548, 272 59

Oblastni nemocnici Kladno, a.s., nemocnice
StredoCeského kraje, Vancurova 1548, 272 59

Kladno, Czech Republic (hereinafter | Kladno,  Cesk&  republika (dale  jen
“Institution”), .Zdravotnické zfizeni“),
' AND A |
I \vith a place of business at | I »sobicim v Oblastni
| Oblastni nemocnice Kladno, a.s., nemocnice | nemocnici Kladno, a.s., nemocnice
| StredoCeského kraje, Ortopedicko-lUrazové | StfedoCeského kraje, Ortopedicko-Urazové

[ oddéleni, Vanéurova 1548, 272 59 Kladno,
| Czech Republic (hereinafter “Investigator”),

oddéleni, Vancurova 1548, 272 59 Kladno,
| Ceska republika (dale jen ,Zkou$ejici®),

_When referred all together, hereinafter referred
as the “Parties”

spole¢né déle jen ,Smluvni strany”.

(hereinafter referred to as
the “Trial”)] (the ‘Agreement’)

WHEREAS - VZHLEDEM K TOMU, ZE 7

A. The Parties entered in to a clinical trial | A. Smluvni strany uzaviely smlouvu 0
agreement dated the 24 February 2021 to klinickém hodnoceni ze dne 24. Unora
provide for the conduct of a clinical trial 2021 upravujici provadéni klinického

hodnoceni s nazvem

(dale jen ,Klinické
hodnoceni“)* (dale jen ,Smlouva“); |

NOW, THEREFORE, IN CONSIDERATION
OF THE PREMISES AND MUTUAL

NYNI SE PROTO SMLUVNI STRANY S
OHLEDEM  NA  PREDPOKLADY,

|




PROMISES ~ AND  UNDERTAKINGS | VZAJEMNE PRISLIBY A ZAVAZKY ZDE |
HEREIN CONTAINED, THE PARTIES| OBSAZENE DOHODLY NA
HERETO AGREE AS FOLLOWS: | NASLEDUJICIM: ‘

| The Parties now wish to amend the Agreement | Smluvni strany si nyni preji smlouvu upravit v

as per the terms and conditions of this | souladu s ustanovenimi tohoto dodatku a

| Amendment to reflect the following: provést nasledujici zmény:
- - B
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1 —_——— = |
| . _— N
| S— |
| I | | |
- | _ o
: H —‘
|
‘ | |
| | o -

f The Parties agree as per the following that as | Smluvni strany se k datu ucinnosti dohodly na |

of the Effective Date: nasledujicim: |

1. Section 6.3.2. to the Agreement shall be | 1. Odstavec 6.3.2. smiouvy bude nahrazen |
replaced with the following new Section novym odstavcem 6.3.2:
6.3.2:

’ 6.3.2. Sponsor shall be an independent 6.3.2. V souvislosti se zpracovanim
“data controller” with respect to processing osobnich Udajd  poskytnutych v ramci

| of personal data provided within the zakédovanych Gdaju  ze studie nebo
framework of or contained in the coded obsazenych v zakddovanych udajich ze
Study Data that is reported by Institution studie, které predava zdravotnické zafizeni
and/or Investigator to the Sponsor or by a/nebo zkou$ejici nebo spole¢nost ICON |
ICON pursuant to this Agreement. The zadavateli v souladu s touto smlouvou,
Investigator and the Institution shall be “data bude zadavatel vystupovat jako nezavisly

| processors” in relation to personal data ,Spravce Udaji“. V souvislosti s osobnimi

Udaji poskytnutymi v ramci zakédovanych

provided within the framework of or

‘ contained in the coded Study Data and shall Udaju ze studie nebo obsazenych v
adhere to any applicable Regulations with zakédovanych (dajich ze studie budou

|  regard to the processing of any such zkouSejici  a zdravotnické zafizeni
personal data. Institution shall continue to vystupovat jako ,zpracovatelé udajd“ a
be an independent “data controller” of budou povinni dodrZovat vSechny platné
personal data processed by Institution and predpisy upravujici zpracovani takovych
Investigator with respect to the medical osobnich  adaji. V  souvislosti  se
records of the treatment of the Qualified | zdravotnimi zaznamy o |é¢bé zplsobilého
Participant pursuant to medical standard of UCastnika bude zdravotnické zafizeni i
care and applicable legal obligations. Prior nadédle vystupovat jako nezavisly ,spravce
to an individual's participation in the Study, osobnich udaja“ zpracovavanych
Institution shall ensure that the Investigator |  zdravotnickym zafizenim a zkouSejicim a
will obtain a signed informed consent, bude postupovat v souladu se standardy
approved in writing by Sponsor or ICON and lékafské péce a platnymi zakonnymi
by any applicable IRB/EC, from each povinnostmi. Pfed ucéasti kazdé osoby ve

| Qualified Participant to the collection, use,
| processing, storing and transfer of their data

studii je zdravotnické zafizeni povinno
zajistit, aby zkou$ejici od kazdého

2



2.

according to Regulations which shall include
the necessary content to allow for the
processing of the Qualified Participant’s
personal data for the purposes described in
the Protocol and the Agreement. This
consent shall also cover the transfer of their
personal data to countries other than their
own, including but not limited to the United
States of America, that may not have the |
same level of data protection as their own
country. Institution will rfot submit any
personal data to Sponsor/ICON, unless
strictly required and permitted under the
Regulations.

zpusobilého ucastnika ziskal podepsany
informovany souhlas pisemné schvaleny
zadavatelem nebo spolecCnosti ICON a
pfislusnou nezavislou etickou komisi.
Ugastnik v souhlasu dava svoleni ke
shromazdovani, pouzivani, zpracovavani,
uchovavani a prevodu svych udajd v
souladu s predpisy a souhlas musi umoznit
zpracovani osobnich (dajd zpuUsobilého
uCastnika pro Ucely popsané v protokolu a
ve smlouvé. Tento souhlas musi rovnéz
upravovat pfevod osobnich U(daji do
zahrani¢i, zejména do Spojenych statl
americkych, kde nemusi platit stejna Groveri
ochrany udaju jako v jejich domovské zemi.
Zdravotnické zatizeni zadavateli/spoleénosti
ICON nepreda zadné osobni Udaje, aniz by
to vyhradné pozadovaly a povolovaly
pfedpisy.

Section 7.1.(a) shall be included as a new
section to the Agreement:

noveé:

7.1. a. For the purpose of this Agreement,
“Intellectual Property Rights” shall mean any
and all patent rights (including but not

limited to divisionals, extensions,
improvement patents, supplementary
protection certificates), know-how, |
trademarks, copyrights (including moral

rights), trade and business names, domain |
names, rights in and to databases (including
the right to prevent the extraction or reuse
of information from a database), design
rights, topography rights and any other
rights or forms of protection of a similar
nature or having equivalent or similar effect,
whether or not registered and including all
applications for registration of any of
foregoing;

7.1. a. Pro ucely této smlouvy se ,pravy k

duSevnimu vlastnictvi® rozumi veskera
patentova prava (zejména samostatné
patenty, rozSifeni, zlepSovaci patenty,

osvédCeni o dodate¢né ochrané), know-
how, obchodni zndmky, autorskd prava
(v€etné moralnich prav), obchodni jména a
nazvy, nazvy domeén, prava k databazim
(vCetné prava zabranit ziskani Gdajl nebo
opakovanému pouZziti informaci z
databaze), prava k designu, topograficka
prava a daldi prava nebo formy ochrany
podobné povahy nebo s ekvivalentnim di
podobnym ucinkem, at’ uz jsou registrovana
¢i nikoliv, i véetné v8ech Zadosti o registraci
vySe uvedeného;

2. Odstavec 7.1. (a) bude do smlouvy zaélenén

Section 7.1.2 of the Agreement shall be | 3. Znéni odstavce 7.1.2 smlouvy bude |

amended as follows:

7.1.2. All rights, title and interest, including
all Intellectual Property Rights, in the |
completed Study Data, except for the
Qualified Participants’ medical records, any
electronic database required to be created
under the Protocol and any Study reports
prepared by the Institution, Investigator, the
sub-investigators and the other Study
Personnel for the Sponsor (“Study
Results”), shall become the sole property of
the Sponsor (Sponsor’s Intellectual Property
Rights). Institution and Investigator hereby
assign their entire rights, title and interest in
the Study Results to Sponsor. Institution

ensures that all rights, title and interest of |

zméneéno takto:

véetné v8ech prav k duSevnimu vlastnictvi,
na dosazenych udajich ze studie, vyjma
zdravotnich zaznam zpusobilych
ucastnikd, elektronickych databazi
pozadovanych dle protokolu a zprav o studii
vyhotovenych  zdravotnickym  zafizenim,
zkousejicim, spoluzkousejicimi a ostatnimi
Cleny persondlu pro zadavatele (dale jen
,Vysledky studie”), se stanou vyluénym
vlastnictvim zadavatele (prava zadavatele k

7.1.2. VSechna prava, naroky a podl’ly,"

dusevnimu vlastnictvi). Zdravotnické
zafizeni a zkouSejici timto postupuji
veSkerd sva prava, naroky a podily na
vysledcich  studie na zadavatele.
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the sub-investigators and any other Study
Personnel in Study Results shall be equally
assigned to Sponsor. Institution and !
Investigator will take reasonable and
customary precautions, including periodic
backup of computer files, to prevent the loss
or alteration of any Study Data.

|

section to the Agreement:

Zdravotnické zafizeni zajisti, aby vSechna
prava, naroky a podily spoluzkousejicich a
ostatnich ¢lend personalu  studie na
vysledcich studie byly stejnym zplUsobem

postoupeny zadavateli. Zdravotnicke
zafizeni a zkouSejici pfijmou pfiméfena a
obvykla opatfeni, jako je pravidelné
zélohovani pocitacovych soubord, aby

zabranili ztraté nebo pozménéni udaju ze
studie.

Section 7.1.4 shall be included as a new

. Odstavec 7.1.4. bude do smlouvy zaclenén

nove:

7.1.4. The Institution and the Investigator
hereby declare:

7.1.4. Zdravotnické zafizeni a zkousejici
timto prohiasuji:

That, to their knowledge, the Institution

and the Investigator are entitled to assign
any such Intellectual Property Rights;

- Ze, pokud je jim znamo, maji
zdravotnické zafizeni a zkouSejici pravo

postoupit takova prava k duSevnimu
vlastnictvi;

- or that they will cause their agents, |

employees or representatives to promptly
execute all documents and take all such
other actions necessary to obtain the
benefit of said Sponsor's Intellectual
Property Rights and the right to assign
them.

- nebo Ze zajisti,
zaméstnanci nebo povéfené osoby
obratem vyhotovili vdechny dokumenty a
ucinili takové kroky, které budou tfeba k
ziskani vyhod plynoucich 2z prav
zadavatele k duSevnimu vlastnictvi a
prava je postoupit.

Where applicable, the Institution and the
Investigator shall be solely responsible for
all payments due fo their respective agents,
employees or representatives in accordance
with all applicable ~ Regulations for any
transferred Intellectual Property Rights.

5.

Section 7.3.1 of the Agreement is amended
as follows:

V  pfislusnych  pfipadech to bude
zdravotnické zafizeni a zkouSejici, kdo
ponese vyluénou odpovédnost za veSkeré
platby svym zastupcim, zameéstnancim
nebo povéfenym osobam za prevedena
prava k duSevnimu vlastnictvi v souladu se
vSemi platnymi pfedpisy.

Znéni odstavce 7.3.1
zménéno takto:

smlouvy bude

7.3.1. The Institution/ Investigator shall take
all such actions throughout the term of this

Agreement and thereafter as shall be
necessary in order to ensure that the
Inventions may be vested free of

encumbrance in the Sponsor in accordance
with Section 7.1. and Section 7.2 above.
The Institution/ Investigator shall further
cooperate with the Sponsor, at the
Sponsor’'s expense by promptly executing
any documents or carrying out any acts that
may be required to vest the rights in or to
Inventions in the Sponsor and otherwise to
enable the Sponsor fully to protect its
intellectual property.

aby jejich zastupci, |

l

7.3.1. Zdravotnické zafizeni / zkouéejl'ci‘

budou po celou dobu platnosti této smlouvy
i poté provadét veSkeré kroky, jez mohou
byt nezbyiné k zajiSténi, Ze vynalezy mohou
byt pfevedeny bez vécného bfemene na
zadavatele v souladu s odstavci 7.1. a 7.2.
vySe. Zdravotnické =zafizeni / zkouSejici
budou dale spolupracovat se zadavatelem
na naklady zadavatele tak, ze bezodkladné
vyhotovi jakékoli dokumenty nebo ucini
jakékoli kroky, jez mohou byt nezbytné pro
pfevedeni prav k vyndlezim na zadavatele
a jinak, aby umoznili zadavateli plné chranit
jeho dusevni vlastnictvi.

Section 10.2.2. of the Agreement
amended as follows:

10.2.2 The Parties acknowledge that |

is | 6.

Znéni odstavce 10.2.2 smlouvy bude

zménéno takto:
10.2.2  Smluvni

strany patvrzu_j i,

Ze |
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Sponsor shall maintain insurance coverage
with  sufficient limits to cover their
obligations under the Study as provided by
applicable Regulations. The Parties to the
Agreement acknowledge that the Sponsor is
responsible for injury to health of the trial
subjects caused by the specific nature of

the medication. In accordance with relevant |

Regulations, particularly Act No. 378/2007
Coll., as amended, the Sponsor shall
arrange for insurance of the' trial subjects in
the event of injury to their health resulting
from the clinical Study prior commencement
of the clinical Study and maintain this
insurance during the whole term of the
clinical Study. The insurance shall be
concluded with an entity authorized
pursuant to appropriate legal Regulations.

In  accordance with  relevant local
Regulations the Sponsor shall further
arrange for liability insurance for the

Investigator and for the Sponsor itself prior
commencement of the clinical Study and
maintain this insurance during the whole
term of the clinical Study. The insurance
shall be concluded with an entity authorized
pursuant to appropriate legal Regulations. A
copy of the insurance of the Investigator
and the Sponsor forms are in Appendix 5 to
this Agreement.

zadavatel uzavie pojisténi s dostateCnym
limitem ke kryti svych zavazkl plynoucich
ze studie, jak mu ukladaji platné predpisy.
Strany této smlouvy potvrzuji, Ze zadavatel
nese odpovédnost za Ujmu na zdravi
subjektd klinického hodnoceni zplsobenou
specifickymi vlastnostmi IéCivého pripravku.
V souladu s pfislusnymi predpisy, zejména
zakonem €. 378/2007 Sb., ve znéni
pozdéjSich zmén, je =zadavatel pred
zahajenim klinické studie povinen uzavfit
pojisténi subjektd klinického hodnoceni pro
pfipad Ujmy na zdravi plynouci z klinické
studie a toto pojiSténi udrzovat po celou
dobu trvani klinické studie. Pojisténi bude
uzavieno se subjektem opravnénym dle
prislusnych pravnich pfedpisl. V souladu s
pfisluSnymi mistnimi pfedpisy je zadavatel
dale pfed zahajenim klinické studie povinen
uzavrit pojisténi odpovédnosti pro
zkousejiciho | samotného zadavatele a toto
pojisténi udrzovat po celou dobu trvani
klinické studie. Pojisténi bude uzavieno se
subjektem opravnénym dle pfisluSnych
pravnich ptedpisu. Kopie pojistek
zkouSejiciho a zadavatele tvofi pfilohu 5
této smiouvy.

7. Section 12.11 of the Agreement is replaced |
with the following:

7. Odstavec 12.11 smlouvy se nahrazuje timto

znénim:

12.11 ICON, Institution and Investigator
acknowledge and agree, that Sponsor,
Bone Therapeutics, is a third party
beneficiary of this Agreement, and ICON
and Institution and Investigator accept that,
forthwith upon the Sponsor giving Institution
or Investigator written notice hereof, all
rights and obligations of ICON under this
Agreement shall be, without the need for
justification on the part of Sponsor nor for
any further approval of either ICON or
Institution or Investigator, transferred
automatically to Sponsor, which shall be
personally and fully bound to perform all
such obligations towards Institution and
Investigator and personally and fully entitled
to enforce all such rights towards Institution
and Investigator, as if it were a party to the
Agreement since the inception hereof, all
with effect as from the Effective Date of the
Agreement.

12.11  Spolecnost ICON, zdravotnické
zafizeni a zkouSejici potvrzuji a souhlasi s |
tim, Ze spoleCnost Bone Therapeutics v
pozici zadavatele je opravnénou ftreti
stranou této smlouvy, pficemz spolecnost
ICON, zdravotnické zafizeni a zkouSejici
pfijimaji, ze okamzité poté, co skutecnost
zadavatel zdravotnickému zafizeni nebo
zkouS$ejicimu pisemné oznami, bude nutné
v8echna prava a zavazky spole¢nosti ICON
plynouci z této smlouvy automaticky prevést
na zadavatele, a to bez dalSiho odlUvodnéni
ze strany zadavatele nebo dalSich schvaleni
spoleCnosti ICON nebo zdravotnickym
zatizenim ¢i zkou$ejicim. Zadavatel pak
bude osobné a piné zavazan plnit vSechny
takové  zavazky v0&i  zdravotnickému
zafizeni a zkou$ejicimu a bude osobné a
plné opravnén vymahat vSechna takova
prava vu€i zdravotnickému zafizeni a
zkousejicimu, jako by byl smluvni stranou
této smlouvy od samého pocatku se vSemi
ucinky k datu u€innosti smlouvy.
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| 8. Save as otherwise provided in this | 8. Aniz by byla dotéena ostatni ustanoveni

| Amendment, all the terms and conditions of tohoto dodatku, v8echny podminky smlouvy
the Agreement shall remain in full force and zlstanou plné platné a ucinné.

. effect. |

[ |
| IN WITNESS WHEREOF, the ?arties*have#NA "DUKAZ CEHOZ smiuvni strany tuto |
caused this Agreement to be executed by their | smlouvu podepsaly prostfednictvim svych

duly authorized representatives to be effective | fadné povéfenych zastupcli s ucinnosti od
as of the Effective Date. | data Géinnosti.
[Remainder of page intentionally Ieftﬁankjﬂ} [Zbytek stranky je UmysIné ponechan prazdny |

signature page follows] | — nasleduje strana s podpisy] <

|




ICON CLINICAL RESEARCH LIMITED.

Date / Datum: 01 SEP 2011

Signature / Podpis:

INSTITUTION | ZDRAVOTNICKE ZARIZENI

Date / Datum: 08 -09- 2071

Name / Jméno: Ing. Jaromir Bure§, Chairman of the Board

Signature [ Podpis

Oblastni nemocnice Kladno, a.s.
nemocnice Stfedodeského kraje
Vancurova 1548, 272 59 Kladno
tel: 312 606 111

Name / Jméno: Markéta Erohlichoué. Vice Chairman of the Boaté: 27256537, DIC: €727256537 (D

1/
K

Date / Datum: 08 -09- 2021

Signature | Podpis:

INVESTIGATOR | ZKOUSELJiCI

Date / Datum: ZZ /O 7202 4 ’

Name | Jméno:

Signature | Podpis:



