INVESTIGATOR INITIATED RESEARCH
AGREEMENT

This Investigator Initiated Research Agreement
("Agreement") is made and entered into by and
among Amgen s.r.o., Klimentska 1216/46, 110 02
Praha 1, Ceska republika ("Company"); Ustav
hematologie a krevni transfuze, U Nemocnice
2094/1, 128 20 Praha 2, Ceska republika; VAT
number 00023736, tax-exempt number
CZ00023736, represented by prof. MUDr. Petr
Cetkovsky, Ph.D., MBA, director (“Sponsor”); and
XOOXXXXXXXXXXXX,  working  place:  Ustav
hematologie a krgvm’ transfuze, U nemocnice 1,
12820, Praha 2, Ceska republika; home address:
XOXXXXXXXXXXX; Date of Birth:  XXXXXXXXXX
("Principal Investigator").

Company is registered under VAT number
27117804, tax-exempt number CZ27117804 in the
Commercial Register of the Municipal Court in
Prague, Section C, Insert No. 97583; represented
by MUDr. Silvia Pritasilova, Mgr. Martina
Hauserova, Mgr. David Vala, and MUDr. Petr Cypro,
duly empowered for the purposes hereof.

WHEREAS, Company is engaged in the business
of the research, development and
commercialization of human therapeutics;

WHEREAS, Sponsor and Principal Investigator has
developed, designed, and desires to conduct an
investigator-initiated clinical study and requests
Company's support as described herein for Sponsor
and Principal Investigator's proposal;

WHEREAS, Given Company’s involvement in the
field of the Sponsor and Principal Investigator's
study, Company is willing to provide contribution,
subject to Sponsor and Principal Investigator
agreeing to terms of this Agreement. Company is
interested in supporting independent research
studies of the highest quality that are conducted in
full accordance with relevant ethical, legal and
regulatory requirements. Company has no desire
to and does not assume any role whatsoever in
relation to the Study, however, Company will make
a limited contribution on the clear understanding
that it will generally be kept informed by the

SMLOUVA O VYZKUMU INICIOVANEM

INVESTIGATOREM
Tato smlouva o0 vyzkumu iniciovaném
Investigdtorem (déle jen "Smlouva") se uzavird
mezi spoleCnosti Amgen s.r.o., Klimentska

1216/46, 110 02 Praha 1, Ceska republika (déle jen
"Spolecnost"); Ustavem hematologie a krevni
transfuze, U Nemocnice 2094/1, 128 20 Praha 2,
Ceska republika, IC: 00023736,
DIC: CZ00023736, zastoupena prof. MUDr. Petrem
Cetkovskym, Ph.D., MBA, feditelem nemocnice
(dale jen ,Zadavatel); a  XXXXXXXXXX
XXXXXXXX, pracovisté: Ustav hematologie a krevni
tranfuze, U Nemocnice 2094/1, 128 20 Praha 2,
Ceska republika, bydlisté: XXXXXXXXXX, datum
narozeni: XXXXXXXXXX ("Hlavni zkousejici").

Spole¢nost je registrovana pod IC: 27117804, DIC:
CZ27117804, zapsana v obchodnim rejstfiku u
Méstského soudu v Praze, oddil C, vlozka ¢. 97583
a je zastoupena MUDr. Silvii Pfitasilovou, Mgr.
Martinou Hauserovou, Mgr. Davidem Valou a
MUDr. Petrem Cyprem, prokuristy Spolecnosti.

JELIKOZ se Spoletnost zabyvd vyzkumem,
vyvojem a prodejem humannich 1éCiv;

JELIKOZ Zadavatel a Hlavni zkouejici vyvinuli,
navrhli a preji si provést klinickou studii iniciovanou
investigatorem a Zada podporu SpoleCnosti, jak je
zde popsano;

JELIKOZ s prihlédnutim k zapojeni Spole¢nosti
v oblasti studie navrzené Zadavatelem a Hlavnim
zkousejicim je SpoleCnost ochotna poskytnout
podporu, pokud Zadavatel a Hlavni zkousejici
souhlasi s podminkami Smlouvy. Spole¢nost ma
zdjem o podporu nezavislych vyzkumnych studii
nejvyssi kvality, které jsou provadény v plném
souladu s pfislusnymi  etickymi, pravnimi a
regulacnimi pozadavky. Spolecnost si nepreje mit a
nema zadnou roli ve vztahu ke studii, nicméné
bude omezené prispivat s tim, Ze je jasné, Ze bude
pribéZné Zadavatelem a Hlavnim zkousejicim
informovana o priibéhu studie;
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Sponsor and Principal Investigator of the Study’s
progress;

WHEREAS, the study will be conducted by
XXXXXXXXXX., Principal Investigator, at Ustav
hematologie a krevni tranfuze ("Institution"); and

WHEREAS, the Sponsor and Principal
Investigator's study is of mutual scientific interest,
and Company agrees to provide support as
described herein.

NOW, THEREFORE, in consideration of the
premises and of the mutual covenants, conditions
and agreements contained herein, the parties
agree as follows:

1. SCOPE OF SERVICES

1.1 Investigator-Initiated Study. The parties
hereby agree that the study to be conducted
hereunder shall be an investigator initiated study,
sponsored by the Sponsor according to the
Protocol referenced herein ("Study"). Sponsor
shall be the sponsor of the Study for all legal and
regulatory purposes.

1.2 General Responsibilities. Sponsor and
Principal Investigator shall be fully responsible for
the design and amendment of the Protocol
(defined herein) and Study documentation, for
arranging, initiating, conducting, and managing the
Study, including obtaining regulatory and
institutional review board or independent ethics
committee ("IRB/IEC") approval. The Sponsor
and Principal Investigator shall carry out the Study
in a professional, competent manner in accordance
with the Protocol, the terms of this Agreement and
any applicable Sponsor policies. The Sponsor shall
use its best efforts to ensure that its employees,
contractors, agents, representatives, and sub-
investigators ("Sponsor Representatives") shall
carry out the Study in accordance with the Protocol
and the terms of this Agreement.

1.3 Effective Date. For purposes of this
Agreement, "Effective Date" shall mean the date
of the Agreement publication in the Public Contract
Registry. This Agreement shall remain in full force
and effect until the completion of the Study or
earlier termination pursuant hereto.

JELIKOZ bude studie vedena XXXXXXXXXX.,
Hlavnim zkousSejicim, v Ustavu hematologie a
krevni tranfuze ("Zdravotnické zaFizeni"); a

JELIKOZ studie Zadavatele a Hlavniho
zkousejiciho je ve spolecném védeckém zajmu a
Spolecnost souhlasi s poskytnutim podpory tak, jak
je zde uvedeno;

NYNI PROTO, s prihlédnutim k predpokladim a
vzadjemnym ujednanim, podminkdm a dohodam
zde obsaZenym, se strany dohodly nasledovné:

1. ROZSAH SLUZEB

1.1 Studie iniciovana investigatorem. Smluvni
strany timto potvrzuji, ze studie vedena dle zde
uvedeného je Hlavnim zkouSejicim iniciovand a
sponzorovana Zadavatelem v souladu
s Protokolem, ktery je prfilozen ke Smlouvé
("Studie"). Zadavatel bude sponzorem studie pro
vSechny pravni a regulacni Ucely.

1.2 Obecné povinnosti. Zadavatel a Hlavni
zkousejici jsou plné odpovédni za navrh a zmény
Protokolu (definovan vtomto dokumentu) a
studijni dokumentace, dale za zajisténi, zahajeni,
vedeni a Fizeni Studie, véetné ziskani souhlasného
vyjadreni regulacni autority a nezavislé etické
komise ("IRB/IEC"). Zadavatel a Hlavni zkousejici
provede Studii odborné a kompetentné v souladu
s Protokolem, podminkami této Smlouvy a vSemi
prislusnymi zasadami Zadavatele. Zadavatel se
zavazuje zajistit, aby jeho zaméstnanci, smluvni
partnefi, osoby jednajici jeho jménem, zastupci, a
spoluzkousejici  (spolecné dale jen "Zastupci
Zadavatele"), pinili Studii v souladu s Protokolem
a podminkami této Smlouvy.

1.3 Datum Udinnosti. Pro Gcely této Smlouvy
znamena "Datum ucinnosti" datum uverejnéni
Smlouvy v registru smluv. Tato Smlouva zlstane
v plné platnosti a Ucinnosti az do dokonceni Studie,
nebo do dfivéjsiho ukonceni, jak je zde dale

uvedeno.
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2. STUDY CONDUCT

2.1 Protocol. The protocol for the Study is
identified as EudraCT number 2017-004577-14,
and entitled, "XXXXX XXXXXX XXXXXXXX XXXXXX
XXXXXX," as amended ("Protocol"). The Protocol
will guide the performance of the Study. The Study
involves the enrollment of evaluable subjects who
meet all of the Protocol eligibility requirements
("Subjects").

2.2 Protocol Deviations. If generally accepted
standards of ICH Harmonized Tripartite Guidelines
for Good Clinical Practice ("ICH GCP") relating to
the safety of Subjects require a deviation from the
Protocol, these standards shall be followed. If
Sponsor and/or Principal Investigator becomes
aware of the need for a deviation from the
Protocol, it shall inform Company of the facts
causing the deviation. In addition, the principal
investigator shall inform the Sponsor's IRB/IEC of
the deviation.

Sponsor and Principal Investigator may also make
changes to the Protocol. Any such changes may not
be implemented before approval by the applicable
IRB/IEC and before approval by Company.
Company may terminate this Agreement if the
Study is no longer of sufficient scientific interest to
the Company as a result of such a change.

3. FUNDING
3.1 Funding. Funding and payment terms shall

be as set forth in the Schedule A attached hereto
and incorporated herein by reference.

Sponsor represents and warrants that the funding
provided under the terms of this Agreement as may
be amended, represents fair market value and
complies with Applicable Laws (as defined herein)
and is consistent with fees charged for similar
activities in Sponsor's geographical area, has been
negotiated at arms-length, and is unrelated to any
procurement decision or promotion of Company’s
(or its affiliates") products, the volume or value of
any referrals or other business otherwise
generated between Company and Sponsor.

2. VEDENI STUDIE

2.1 Protokol. Protokol Studie je identifikovan cislem
EudraCT 2017-004577-14 a je nazvany: " XXXXX
XXXXXX XXXXXXXX XXXXXX XXXXXX, véetné jeho
pfipadnych dodatkl ("Protokol"). Protokol bude
fidit provadéni Studie. Studie zahrnuje zafazovani
vhodnych pacientl, ktefi spliuji vSechna kritéria
stanovena Protokolem ("Subjekty").

2.2 Odchylky od Protokolu. Jestlize principy
uvedené v harmonizovanych smérnicich ICH
pro spravnou klinickou praxi (dale jen "ICH GCP")
a tykajici se bezpeCnosti Subjektl vyZaduji
odchylku od Protokolu, bude postupovano podle
téchto smérnic. Pokud se Zadavatel a/nebo Hlavni
zkousejici dozvi o potfebé odchylky od Protokolu,
vyrozumi o faktech, jez k odchylce od Protokolu
vedly, Spolecnost. Navic Hlavni zkousejici odchylku
od Protokolu oznami IRB/IEC.

Zadavatel a Hlavni zkousejici mdzZe provadét zmény
Protokolu. Jakékoliv takové zmény nesmi byt
zavedeny pred  souhlasnym  stanoviskem
odpovidajici IRB/IEC a souhlasnym stanoviskem
Spole¢nosti.  Spole¢nost mize tuto Smlouvu
v disledku takové zmény vypovédét, jestlize se
takovou zménou stane Studie pro Spolecnost méné
védecky zajimavou.

3. UHRADA

3.1 Uhrada. Uhrada a platebni podminky jsou
stanoveny v Pfiloze A, ktera je pripojena k této
Smlouvé a je jeji soucasti.

Zadavatel prohlasuje a zarucuje, Ze Uhrada
poskytovana podle ustanoveni Smlouvy, doplnéna
pfipadné naslednymi  dodatky, predstavuje
skutecnou trzni hodnotu, je v souladu s Pfislusnymi
predpisy (jak jsou zde definovany) a s odménami
Gctovanymi za obdobné aktivity v zemépisné
oblasti Zadavatele, byla sjednana mezi na sobé
nezavislymi subjekty a nema spojitost s Zadnym
rozhodnutim o pofizeni ¢i propagaci vyrobkl
Spolecnosti (nebo spoleCnosti s ni spojenych),
objemem ¢i hodnotou zprostfedkovanych obchod(
nebo s jinymi obchody probihajicimi mezi
Spolecnosti a Zadavatelem.

3.2 Payments. Payments from Company to 3.2 Platby. Platby SpoleCnosti Zadavateli dle této
Sponsor due hereunder shall be made payable and Smlouvy budou poskytnuty a poukazany
sent to the following: nasledujicim zplisobem:
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Payment payable to:/ Ustav hematologie a krevni transfuze
Platby splatné ve prospéch: (dale jen "Payee/Pfijemce")
VAT/IC: 00023736

Tax-exempt number/ DIC: Cz00023736

Bank Name/Nazev banky: XXX

Bank Address/Adresa banky: XXOKXXXXXXX

Account Number/Cislo G¢tu: XXXXXXXXXX

IBAN: XXXXXXXXXX

SWIFT: XXXXXXXXXX

From time to time, the Sponsor may request in
writing a change in Payee information. Such
changes need to be sent in writing to Company. If
Company agrees to the requested change, no
additional amendment will be necessary.

3.3 Payment Reconciliation. If, at the
completion or termination of a Study, Company has
paid sums under the terms of this Agreement that
exceed the total amount as provided in the
Schedule A, Sponsor shall, within thirty (30)
calendar days reimburse to Company any amount
paid by Company that exceeds the adjusted
amount. Sponsor agrees to provide Company or its
representative with all requests for payment under
the terms set forth in the Schedule A within thirty
(30) calendar days after receipt of the adjusted
final payment.

3.4 Taxes, Customs, Fees, and Import/Export

Zadavatel mdZe v pribéhu trvani Smlouvy pozadat
o zménu informaci PFijemce. Takova Zzadost musi
byt zaslana pisemné SpoleCnosti. V pfipadé
souhlasu Spolecnosti s poZadovanou zménou
nejsou zadné dalsi dodatky k této Smlouvé
zapotrebi.

3.3 Vyrovnani plateb. Pokud k datu ukonéeni
Studie Spolec¢nost uhradila podle ustanoveni této
Smlouvy vice, nez Cini celkové naklady uvedené
v Priloze A Smlouvy, Zadavatel vrati Spolecnosti
takovou Castku presahujici dohodnuté naklady, a
to ve Ih(té triceti (30) kalendafnich dnll. Zadavatel
se zavazuje predat Spolecnosti Ci jejimu zastupci
vSechny pozadavky k platbam dle ustanoveni
Prilohy A do tficeti (30) kalendafnich dnd po pfijeti
dohodnuté konecné platby.

3.4 Dané, cla, poplatky a dovozni/vyvozni davky.

Duties. The amount stated herein is inclusive of all
applicable employment-related, consumer, use and
other similar taxes (except Value Added Tax
("VAT")/sales tax), levies, duties, fees, and
assessments, which are legally enacted on or
before the Effective Date, whether or not then in
effect. VAT/sales tax, if applicable, will be paid by
Company at the applicable rate within thirty (30)
calendar days following receipt of a valid VAT/sales
tax invoice. Sponsor, not Company, shall be
responsible for any and all taxes on any and all
income Sponsor receives from Company under this
Agreement.

Ceny, platby a Uhrady zde uvedené jiz zahrnuji
veskeré prislusné dané ze =zavislé Ccinnosti,
spotieby, uziti a jiné podobné dané (s vyjimkou
dané z pridané hodnoty, dale jen "DPH"), odvody,
cla, poplatky a davky, jez jsou stanoveny pravnimi
predpisy pred ¢i k datu Ucinnosti Smlouvy, a to at’
jiz tyto predpisy k danému datu nabyly ucinnosti,
¢i zatim nikoliv. DPH, pokud se uplatiiuje, bude
placena Spolecnosti v ucinné sazbé do tficeti (30)
kalendarnich dn& po obdrzeni fadné faktury
uvadejici DPH. Za veskeré dané ze vSech piijmd,
které Zadavatel od Spolecnosti podle této Smlouvy
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4. MONITORING THE STUDY AND
STUDY REPORTS

4.1 Monitoring. Sponsor will direct and monitor
the Study in accordance with the terms herein.
Company or its representatives may upon
reasonable advance notice and with reasonable
frequency, during normal business hours visit the
facilities at which the Study is being conducted in
order to observe the progress of the Study. In case
of breach or suspected breach of this Agreement,
Company shall also have the right to audit the
activities of the Sponsor and Principal Investigator
in order to determine if it wants to continue
supporting the Study. Sponsor and Principal
Investigator will assist Company in scheduling such
visits and will ensure any relevant personnel is

available to meet Company and/or its
representatives.
4.2 Study Reports. In addition to any reports

required in the sections on Safety, the Sponsor and
Principal Investigator shall provide Company with
an interim investigator report every six (6) months,
including a summary of Subject accrual to date of
reporting. A final draft of the manuscript resulting
from the Study will serve as a final report;
however, in the event a manuscript is not
forthcoming, a final study report will be submitted,
including a summary of Subject accrual, results of
all data analyses, and final conclusions. All reports
shall be provided in English language.

5. CONFIDENTIAL INFORMATION
51 Confidential Information. In view of
Company's proprietary rights and interests,

Sponsor and Principal Investigator agree to
maintain as confidential all information received
from or on behalf of Company ("Confidential
Information"), and further agrees to limit access
to any Confidential Information to only those
persons who, under Sponsor and Principal
Investigator's direct control, will be engaged in
employing such information for the purposes of
fulfilling the obligations under this Agreement. At
no time shall such information be employed for any
purpose other than as described herein or
disclosed to any third party without the prior
written consent of Company.

obdrZi, nese odpovédnost Zadavatel, nikoliv

Spolecnost.

4. MONITOROVANI STUDIE A STUDIJNI
REPORTY

4.1 Monitoring. Zadavatel bude vést Studii a
sledovat jeji prdbéh v souladu s podminkami
uvedenymi v této Smlouvé. Spolecnost a jeji
zastupci jsou opravnéni v rozumné pracovni dobé
a po predchozim ohlaseni navstivit zafizeni, kde
Studie probiha s cilem ovéfit, jak Studie probiha.
V pripadé poruseni nebo podezreni z poruseni této
Smlouvy ma Spolecnost rovnéz pravo kontrolovat
¢innost Zadavatele a Hlavniho zkousejiciho, aby
zjistila, zda chce nadale Studii podporovat.
Zadavatel a Hlavni zkousejici Spolecnosti pfi
planovani takovych navstév pomdze a zajisti, aby
byl pfi takové navstévé k dispozici Spolecnosti
nebo jejimu zastupci odpovidajici personal.

4.2 Studijni zpravy. Nad rdmec zprav, které jsou
uvedené v Castech tykajicich se Bezpecnosti, bude
Zadavatel a Hlavni zkouSejici  Spolecnosti
poskytovat kazdych Sest (6) mésicd zpravu o poctu
Subjektd ke dni zpravy. Zavérecnou zpravou bude
konecny navrh rukopisu publikace. V pfipadé, ze
nebude rukopis vytvoren, bude predloZzena
zavéreCna zprava o Studii, jez bude obsahovat
prehled poCtu  Subjektd, vysledky vSech
vyhodnoceni Udajd a konecné zavéry. VSechny
zpravy budou poskytovany v anglickém jazyce.

5. DOVERNE INFORMACE

5.1 Dlvérné informace. Zadavatel a Hlavni
zkousejici se s ohledem na vlastnicka prava a zajmy
Spole¢nosti  zavazuje uchovavat jako dGvérné
veskeré informace ziskané od SpoleCnosti i
jménem Spolecnosti (dale jen "Ddvérné
informace"), a dale se zavazuje omezit pristup
k jakymkoli Dlvérnym informacim pouze na ty
osoby, které budou pod pfimou kontrolou
Zadavatele a Hlavniho zkousejiciho zapojeny do
vyuzivani takovych informaci pro Ucely pinéni
zavazkl podle této Smlouvy. Takové informace
nesmi byt nikdy vyuZity pro Zadny jiny nez zde
uvedeny Ucel, ¢i zpFistupnény jakékoliv treti strané
bez predchoziho pisemného souhlasu Spolec¢nosti.
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5.2 Exclusions. The obligations set forth in this
Article shall not apply to any portion of Confidential
Information which (i) is or later becomes generally
available to the public by use, publication or the
like, through no act or omission of Sponsor and/or
Principal Investigator; (ii) Sponsor and/or Principal
Investigator possessed prior to the latest execution
date of this Agreement without being subject to an
obligation to keep such Confidential Information
confidential; (iii) is lawfully obtained without
restriction from a third party who had the legal
right to disclose the same to Sponsor and/or
Principal Investigator; or (iv) is independently
developed by the Sponsor and/or Principal
Investigator without the use or benefit of
Confidential Information as evidenced by the
Sponsor and/or Principal Investigator's written
records. In the event Sponsor and/or Principal
Investigator becomes legally compelled to disclose
any Confidential Information, it shall immediately
provide Company with notice thereof prior to any
disclosure, shall use its best efforts to minimize the
disclosure of any Confidential Information, and
shall cooperate with Company should Company
seek to obtain a protective order or other
appropriate remedy.

5.3 Return of Company's Confidential
Information. Sponsor and Principal Investigator
must return to Company all of Company's
Confidential Information in tangible form, including
without limitation all copies, translations,
interpretations, derivative works and adaptations
thereof, immediately upon request by Company.
Notwithstanding the foregoing, if and to the extent
required by Applicable Law (as defined herein),
Sponsor may retain one (1) copy of applicable
Confidential Information for record keeping
purposes only.

6. COMPLIANCE WITH APPLICABLE
LAWS AND ACCEPTED PRACTICE

6.1 Conformance with Law and Accepted
Practices. The Sponsor and Principal Investigator
agrees and confirms that, in all aspects of initiating,
conducting and managing the Study in the
Institution Sponsor and Principal Investigator will
comply with Ethical Principles governing the
conduct of clinical trials and in particular Good
Clinical Practice standards, the ICH Tripartite
guidelines, local laws implementing the European
Directive on Good Clinical Practice in the conduct

5.2 Vyjimky. Zavazky vymezené v tomto
¢lanku se nevztahuji na Zadné Davérné informace
nebo jejich ¢ast, jez (i) jsou nebo se pozdéji stanou
obecné dostupnymi pro vefejnost v disledku
doSlo jednanim nebo opomenutim Zadavatele
a/nebo Hlavniho zkousejiciho, (ii) Zadavatel a/nebo
Hlavni zkouSejici mél jiz pred uzavienim této
Smlouvy a u nichz nebyl vazan povinnosti
zachovavat jejich dGvérnost, (iii) byly ziskany
legalné s moznosti volného nakladani od treti
strany, kterad byla opravnéna je Zadavateli a/nebo
Hlavnimu zkousejicimu poskytnout nebo (iv) byly
nezavisle vytvofeny Zadavatelem a/nebo Hlavnim
zkousejicim bez pouZiti nebo pfinosu DGvérnych
informaci, jak dokladaji pisemné zdznamy
Zadavatele a/nebo  Hlavniho  zkousejiciho.
V pfipadé, Ze Zadavatel a/nebo Hlavni zkousejici
bude pravné nucen zpfistupnit jakékoliv Dlvérné
informace, bezodkladné o tom pisemné vyrozumi
Spolecnost. Jesté nezZ tak ucini, vyvine veskeré Usili
k tomu, aby jejich zpfFistupnéni minimalizoval, a
bude spolupracovat se Spolecnosti, jestlize
Spole¢nost bude usilovat o vydani predbézného
opatreni nebo o jiny prostfedek pravni ochrany.

5.3  Vraceni Davérnych informaci Spolecnosti.
Zadavatel a Hlavni zkousejici jsou povinni
SpoleCnosti vratit veskeré DQvérné informace
v hmotné podobé&, bez omezeni a vCetné veskerych
kopii, prekladd, vykladt, odvozenych praci a jejich
Uprav, a to bezodkladné na Zadost Spolecnosti. Bez
ohledu na vySe uvedené si Zadavatel mlize, tak jak
je vyzadovano Prislusnymi predpisy (definovanymi
touto Smlouvou), ponechat jednu (1) kopii
pfislusnych Davérnych informaci, a to pouze pro
archivacni Ucely.

6. _ SOULAD S PRAVNIMI PREDPISY A
UZNAVANOU PRAXI

6.1 Soulad s PrisluSnymi predpisy. Zadavatel
a Hlavni zkousejici se zavazuji zajistit, aby vSechny
aspekty zahajeni, vedeni a Fizeni Studie byly ve
Zdravotnickém zafizeni provadény v souladu s
obecné akceptovanymi zasadami spravné klinické
praxe, véetné ICH GCP, vnitrostatnich pravnich
predpisd implementujicich Evropskou smérnici o
spravné Kklinické praxi pfi provadéni klinickych
hodnoceni léCiv pro humanni pouziti (2001),
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of Clinical Trials on Medicinal Products for Human
Use (2001) as may be amended, the Helsinki
Declaration on Ethical Principles for Medical
Research Involving Human Subjects (1996
version), data privacy laws, applicable export
control and economic sanctions regulations, which
prohibit the shipment of United States-origin
products and technology to certain restricted
countries, entities and individuals, as well as
applicable anti-bribery laws pertaining to
interactions with government agents, officials and
representatives and any other relevant law or
regulation ("Applicable Laws") and that all
reasonable steps will be taken to ensure that the
members of the Study team are made aware of and
comply with, those ethical standards.

The Sponsor will notify Company immediately in
the event of any relevant competent authority
finding that the Study has been/is being conducted
in breach of any of the requirements mentioned
above, and/or of the withdrawal or amendment of
ethics committee approval/clearance relating to
the Study.

6.2 Data Protection. The Sponsor and Principal
Investigator shall ensure that any transmission of
information and data to Company is effected in
compliance with applicable data protection laws
and regulations. The Sponsor and Principal
Investigator shall in particular make sure that
Study Subjects agree to the transfer of their
personal data (in an encoded format) and that all
applicable formalities are duly performed. The
Sponsor and Principal Investigator will, subject to
compliance with personal data privacy laws,
specific healthcare services laws and upon
Company’s reasonable request, supply or grant
access to documentation and results generated by
the conduct of the Study.

6.3 Company may
disclose to Company, its affiliates and their
respective contractors (together "Company
Representatives"), certain personal information
of its staff (e.g., name, business contact
information) as necessary for Company and
Company Representatives to comply with their
respective obligations imposed by law, guidance or
regulatory authorities, which may include without
limitation processing such personal information for
purposes of product safety reporting and
distribution of Study Drug. Such personal
information may, if necessary, be made available

require that Sponsor

Helsinské deklarace etickych princip@
medicinského vyzkumu na lidskych bytostech
(verze 1996), pravnich predpisd o ochrané
osobnich Udajl, a pfislusnych pfedpisd o kontrole
exportu a ekonomickych sankcich, zakazujicich
dodavky nékterych vyrobkd a technologii nékterym
vyhrazenym zemim, organizacim a jednotlivedm,
stejné jako prislusnych predpisd proti uplaceni ve
vztazich s vladnimi ciniteli, (fednimi osobami a
zastupci, a veSkerymi zakony, predpisy a
smérnicemi vztahujicimi se na pInéni podle této
Smlouvy (dale jen "PFislusny predpis/Prislusné
predpisy").

Zadavatel se dale zavazuje zajistit, ze budou
podniknuty vSechny pfimérené kroky, aby byli
¢lenové studijniho tymu o téchto etickych normach
informovani a dodrzovali je. V pripadé, Ze jakakoliv
odpovidajici autorita shleda, ze Studie byla nebo je
provadéna v rozporu s vySe uvedenymi pozadavky,
a/nebo ze doslo k odnéti ¢ zméné schvaleni Studie

etickou komisi, Zadavatel okamzité uveédomi
Spolecnost.
6.2 Ochrana Udajéi. Zadavatel a Hlavni

zkousejici zajisti, ze jakékoliv informace a Udaje
predavané Spolecnosti, budou sdileny v souladu
s platnymi pravnimi predpisy o ochrané udajd.
Zadavatel a Hlavni zkousejici zejména zajisti
souhlas Subjektl s pfenosem svych osobnich Gdajtl
(v kddovaném formatu) a zajisti fadné provedeni
vSech vyzadovanych formalit. V souladu s pravnimi
predpisy, zejména zakonem o ochrané osobnich
Udajll a zakonem o zdravotnich sluzbach, a na
zakladé odpovidajici Zadosti Spole¢nosti Zadavatel
a Hlavni zkousejici poskytne pFistup k dokumentaci
a vysledklim ziskanym pfi provadéni Studie.

6.3 Spoletnost mdZe po Zadavateli poZadovat
sdileni urcitych osobnich Udajd svych zaméstnanct
(napf. jméno, pracovni kontaktni Udaje) se
Spolecnosti, jejimi pobockami a smluvnimi partnery
(spolecné "Zastupci Spolecnosti") v takovém
rozsahu, ktery je nezbytny pro Spolecnost a
Zastupce  Spolecnosti  k naplnéni  prislusné
povinnosti stanovené pravnim predpisem, pokyny
nebo regulacnimi autoritami, coZz mize zahrnovat
zpracovani osobnich Udajd bez omezeni pro Gcely
bezpecnostniho hlaseni a distribuce Hodnoceného
pripravku. Takové osobni Udaje mohou byt v
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to regulatory authorities and ethics committees.
Sponsor and Principal Investigator acknowledges
that Company is a multi-national company which
maintains datacenters around the world, including
the Netherlands and the United States. Company
and its affiliates may process this personal
information in global databases that can be
accessed by Company’s and Company
Representatives’ authorized personnel worldwide.
Regardless of where the personal information is
collected or processed, Company and Company
Representatives maintain appropriate
administrative, technical and physical safeguards
to protect such information. Sponsor staff can
contact Company’s Global Privacy Office at
privacyoffice@amgen.com in order to access
his/her personal information held by Company or
Company Representatives and/or to correct his/her
personal information if necessary and to delete
such information when legally permissible. To help
ensure the privacy and integrity of the personal
information provided to Company, Company may
use encryption practices for which Company may
require the Sponsor to cooperate and collaborate
with Company to ensure such encryption.

Sponsor represents and warrants that it shall
ensure that Sponsor staff whose personal
information may be disclosed hereunder receives
appropriate notice to allow for the processing of
their personal information by Company and
Company Representatives as described in this
Section. If requested by Company, Sponsor shall
provide evidence thereof.

6.4 Trial Registration. The Sponsor shall
register the Study on publicly accessible clinical
trial databank(s) in accordance with requirements
of the International Committee of Medical Journal
Editors (ICMIJE) for publication of Study results and
applicable regulations and guidelines.

6.5 Debarment. Sponsor represents and
warrants that neither Sponsor nor Sponsor
Representatives have been the subject of a
debarment, disqualification or exclusion under any
rules, in any jurisdiction where they have practiced,
in particular in Europe or in the United States
(where the main applicable texts are: Generic Drug
Enforcement Act of 1992, Title 21 Code of Federal
Regulations ("C.F.R.") Section 312.70 and 42
C.F.R. Part 1001 et seq.). Sponsor shall notify
Company immediately upon any inquiry concerning
debarment, disqualification, or exclusion of

pripadé  potfeby  zpfistupnény  regulacnim
autoritdm a etickym komisim. Zadavatel a Hlavni
zkousejici berou na védomi, Ze Spolecnost je
nadnarodni spole¢nost, kterd udrzuje datova
centra po celém svété, vcetné Nizozemska a
Spojenych statd. SpoleCnost a jeji pridruzené
subjekty mohou osobni Udaje zpracovavat v
globalnich databazich, které jsou pfristupné
autorizovanému personalu Spolecnosti a Zastupct
Spolecnosti po celém svété. Bez ohledu na to, kde
jsou osobni Udaje shromazdovany nebo
zpracovavany, Spolecnost a Zastupci Spolecnosti
zachovavaji prislusné administrativni, technické a
fyzické zaruky na ochranu téchto informaci.
Zaméstnanci Zadavatele mohou kontaktovat
»Global Privacy Office"® Spolecnosti na e-mailové
adrese: privacyoffice@amgen.com, aby ziskali
pristup ke svym osobnim Udajdm, jeZ Spolecnost a
Zastupci  Spolecnosti uchovavaji, a pripadné
opravili své osobni Udaje, nebo aby tyto Udaje
smazali, pokud je to v souladu s pravnimi predpisy.
SpoleCnost mize za Ucelem zajisténi ochrany
soukromi a integrity osobnich Udajl pouZzivat
Sifrovaci postupy a Spole¢nost mize za timto
Ucelem pozadovat po Zadavateli spolupraci.
Zadavatel prohlasuje a zaruCuje, ze bude své
zaméstnance, jejichz osobni idaje mohou byt dle
zde uvedeného zpfistupnény, o této skutecnosti
informovat tak, aby dotéeni zaméstnanci
zpracovani  jejich osobnich (dajd SpoleCnosti a
Zastupclim Spolecnosti umoznili v souladu se zde
uvedenym. Pokud o to SpoleCnost pozada,
Zadavatel poskytne ke zde uvedenému doklad.

6.4 Registrace Studie. Zadavatel zaregistruje Studii
ve vergjné pristupné  databazi/pfistupnych
databazich klinickych studii v souladu s pozZadavky
«International Committee of Medical Journal
Editors (ICMJE) za Ucelem zvefejnéni vysledkd
Studie a v souladu s platnym nafizenim a pokyny.

6.5 Vylouceni. Zadavatel prohlasuje a
zaruCuje, Ze ani Zadavatel ani Zastupci Zadavatele
nebyli predmétem vylouceni z lékarské komory,
odnéti zplsobilosti k poskytovani sluzeb ¢&i zakazu
¢innosti podle jakychkoliv pravidel a v jakékoliv
jurisdikci, v niz pdsobili, zejména pak v Evropé
nebo ve Spojenych statech americkych (kde
zakladnim pravnim predpisem upravujicim tuto
oblast je Zakon o podpofe generickych Iéciv
[Generic Drug Enforcement Act] z roku 1992, hlava
21 Sbirky federalnich predpist ("C.F.R."), paragraf
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Sponsor or Sponsor Representatives, or the
commencement of any proceeding concerning the
same. Notice of or failure to provide any such
notice under this Section shall constitute a breach
hereunder for which Company may terminate this
Agreement immediately for default
notwithstanding any right of Sponsor and Principal
Investigator to cure.

6.6 Governmental  Inspection. If any
governmental or regulatory authority conducts or
gives notice to Sponsor and/or Principal
Investigator of its intent to conduct an inspection
at Sponsor’s facilities or take any other regulatory
action with respect to the Study including without
limitation meetings with, or notifications by
governmental authorities regarding the Sponsor
and Principal Investigator's obligations hereunder,
Sponsor and/or Principal Investigator will promptly
give Company notice thereof, including all
information pertinent thereto. Company
acknowledges that Company may not direct the
manner in which Sponsor and Principal Investigator
fulfills its obligations to permit inspection by
governmental entities. It shall not be a breach of
this Agreement for Sponsor and Principal
Investigator to comply with the demands and
requests of any governmental entity in accordance
with Sponsor and Principal Investigator’s judgment
or to fail to inform and consult with Company
before complying with any such demand or
request.

7. ANTI-CORRUPTION
REPRESENTATION AND WARRANTY

7.1 Anti-Corruption.  Sponsor  represents,
warrants and covenants, as of the Effective Date to
and through the expiration or termination of this
Agreement, (i) that Sponsor, and, to the best of its
knowledge, Sponsor Representatives, shall not,
directly or indirectly, offer, pay, promise to pay, or
authorize such offer, promise or payment, of
anything of value, to any individual or entity for the
purposes of obtaining or retaining business or any
improper advantage in connection with this
Agreement, or that would otherwise violate any
Applicable Laws, rules and regulations concerning
or relating to public or commercial bribery or

312.70 a 42 C.F.R., ¢ast 1001 a nasl.). Zadavatel
bude Spolecnost bezodkladné informovat o
jakémkoliv Setteni tykajicim se vylouceni z Iékarské
komory, odnéti zplsobilosti k poskytovani sluzeb ci
zdkazu Cinnosti Zadavatele nebo Zastupcid
Zadavatele, nebo o zahajeni jakéhokoliv fizeni
tykajiciho se téhoz. Poskytnuti ¢i neposkytnuti
vyrozuméni o okolnostech podle tohoto clanku
predstavuje poruseni této Smlouvy, na zakladé
kterého je Spolecnost opravnéna od této Smlouvy
okamZité odstoupit z dlvodu poruseni smluvniho
zavazku, a to bez ohledu na jakékoliv pravo
Zadavatele zajistit napravu tohoto poruseni.

6.6 Inspekce organt statni spravy. Pokud
kterykoliv statni ¢i jiny organ verejné spravy zahaji
komunikaci ¢ vyrozumi Zadavatele a/nebo
Hlavniho zkousejiciho o svém zaméru uskutecnit
schlizku, provést inspekci ¢i zahajit pravni fizeni
tykajici se jakékoliv zalezitosti spojené se Studii
nebo se zavazky Zadavatele a Hlavniho
zkousejiciho podle této Smlouvy, Zadavatel a/nebo
Hlavni zkouSejici o této skuteCnosti obratem
vyrozumi Spolecnost a preda ji vSechny relevantni
informace. Spolecnost bere na védomi, ze nemize
urCovat zplsob, jakym Zadavatel a Hlavni
zkousejici splni své povinnosti umoznit inspekci
organd verejné spravy. O poruseni této Smlouvy se
nebude jednat v pfipadé, kdy bude Zadavatel a
Hlavni zkousejici s nejlepsim védomim jednat
v souladu s pozadavky ¢ zadostmi kteréhokoliv
statniho organu, anebo pred naplnénim takovych
Zadosti ¢i  poZzadavki nebude informovat
Spolecnost, nebo se Spolecnosti véc konzultovat.

7. PROTIKORUPCNI CLANEK

7.1 Protikorupcni ¢lanek. Zadavatel prohlasuije,
zaruCuje a zavazuje se, ze k datu Ucinnosti této
Smlouvy a az do uplynuti doby platnosti nebo
ukonceni této Smlouvy (i) Zadavatel a, podle jeho
nejlepsiho védomi, Zastupci Zadavatele nebudou
pfimo ani nepfimo nabizet, platit, slibovat platbu
nebo nedovoli takovou nabidku, pfislib ¢i platbu
Cehokoli  hodnotného jakékoli osobé& nebo
organizaci za Ucelem ziskat nebo neztratit obchod
ani jakoukoli jinou nepatticnou vyhodu v souvislosti
s touto Smlouvou, nebo nebudou jinym zptisobem
porusovat jakékoli Prislusné predpisy, pravidla a
nafizeni tykajici se nebo souvisejici s vefejnym
nebo obchodnim Uplatkarstvim ¢i korupci (dale jen
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corruption ("Anti-Corruption Laws"); (ii) that
the books, accounts, records and invoices of
Sponsor related to this Agreement or related to any
work conducted for or on behalf of Company are
and will be complete and accurate; and (iii) that
Company may terminate this Agreement (a) if
Sponsor or Sponsor Representatives fails to comply
with the Anti-Corruption Laws or with this
provision, or (b) if Company has a good faith belief
that Sponsor or Sponsor Representatives has
violated, intends to violate, or has caused a
violation of the Anti-Corruption Laws. If Company
requires that Sponsor complete a compliance
certification, Company may also terminate this
Agreement if Sponsor (1) fails to complete a
compliance certification, (2) fails to complete it
truthfully and accurately, or (3) fails to comply with
the terms of that certification. For the purposes of
this Section, Sponsor Representatives shall be
deemed to further include owners, directors,
officers, or other third party acting for or on behalf
of Sponsor.

8. PROPRIETARY RIGHTS

8.1 Proprietary Rights in General. Neither
Company, nor Sponsor, nor Principal Investigator
transfers to the other by operation of this
Agreement any patent right, copyright right, or
other proprietary right of any party, except as
described in this Agreement.

8.2 Ownership of Data. Sponsor and Principal
Investigator agrees that all data (including Subject-
level data), results and conclusions resulting from
a Study conducted under this Agreement ("Data")
shall promptly be made known to Company and
shall be the sole property of Sponsor.

Sponsor and Principal Investigator will use
reasonable efforts to keep Data confidential until
published in accordance with the Publication
section herein.

8.3 Use and License of Data. Company, its
licensees, licensors and authorized
representatives, shall have the unrestricted right to
freely utilize all Data in whatever manner it or they
desire. Sponsor hereby grants Company a non-
exclusive, irrevocable, fully paid-up, royalty free,
worldwide license, with the right to use and
sublicense the right to use all such Data.

"Protikorupcni zakony"), (i) Ze spisy, ucty,
zaznamy a faktury Zadavatele souvisejici s touto
Smlouvou nebo jakoukoli praci vykonavanou pro
nebo jménem Spolecnosti jsou a budou Uplné a
presné a (iii) ze Spole¢nost mize tuto Smlouvu
ukondit v pfipadé, ze (a) Zadavatel nebo Zastupci
Zadavatele nebudou dodrzovat Protikorupcni
zakony nebo ustanoveni tohoto ¢lanku nebo (b)
pokud se Spolecnost v dobré vife domniva, ze
Zadavatel nebo Zastupci Zadavatele porusili, maji

vimyslu porusit nebo zplsobili poruseni
Protikorupcnich ~ zdkond. Pokud  Spole¢nost
pozaduje, aby Zadavatel vyplnil potvrzeni o

dodrzovani Protikorup€nich zakonl, mlze tuto
Smlouvu ukondit také v pfipadé, ze Zadavatel (1)
nevyplni potvrzeni o dodrzovani Protikorupcnich
zakond, (2) nevyplni je pravdivé a presné nebo (3)
nedodrZi podminky tohoto prohlaseni. Pro Gcely
této Casti se za Zastupce Zadavatele povazuiji navic
majitelé, Feditelé, Gfednici nebo jiné treti strany
jednajicich pro nebo jménem Zadavatele.

8. VLASTNICKA PRAVA

8.1 Vlastnicka prava obecné. Spolecnost, Zadavatel
ani Hlavni zkouSejici na zakladé této Smlouvy
neprevadéji jina patentova prava, autorska prava
nebo jind vlastnickd prava zadné strang,
s vyjimkou této Smlouvy.

8.2 Vlastnictvi Gdajd. Zadavatel a Hlavni zkousejici
souhlasi, Ze vSechny Udaje (vCetné udajd na trovni
Subjektli), vysledky a zavéry majici plvod ve Studii
provadéné na zakladé této Smlouvy ("Udaje")
budou bezodkladné dany Spolecnosti na védomi a
budou vyhradnim vlastnictvim Zadavatele.
Zadavatel a Hlavni zkousejici vynalozi pfiméfené
Gsili k tomu, aby byly Udaje uchovavany jako
ddvérné, dokud nebudou zvefejnény v souladu se
zde uvedenym odstavcem Zverejnéni.

8.3 Pouziti a Licence Udajll. Spole¢nost, dritelé
jejich licenci, poskytovatelé licenci a autorizovani
zastupci maji neomezené pravo jakymkoliv
zplsobem volné vyuzivat vSechny Udaje. Zadavatel
udéluje Spolecnosti nevyhradni, neodvolatelnou,
pIné splacenou, bezplatnou celosvétovou licenci
s pravem uZivat a sublicencné uzivat vSechny tyto
Udaje.
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8.4 Ownership of Inventions. Sponsor and
Principal Investigator agrees that all inventions,
discoveries, know-how and the like, whether
patentable or not, resulting from a Study
conducted under this Agreement ("Inventions")
shall promptly be made known to Company and
shall be the sole property of Sponsor.

8.5 Use and License of Inventions. Company
shall have the unrestricted right to freely utilize all
such Inventions in whatever manner it desires.
Sponsor and Principal Investigator hereby grants to
Company a nonexclusive, irrevocable, worldwide,
perpetual, fully-paid, and royalty-free license to
make, have made, use, sell, offer to sell, and
import any such Inventions. The licenses may be
transferred to an affiliate of Company or a third
party in connection with the sale of all or
substantially all of Company’s business and assets
relating to this Agreement. The license may be
sublicensed to (a) affiliates of Company, (b)
suppliers and contractors of Company or its
affiliates solely with respect to services performed
on behalf of Company or its affiliates, (c)
customers of Company or its affiliates solely with
respect to products or services provided by
Company or its affiliates, and (d) licensors of
Company solely with respect to products or
services provided by Company or its affiliates.
Sponsor and Principal Investigator shall assist
Company, at Company's expense, in the
preparation of all documentation necessary to
effectuate and perfect Company's rights in such
Inventions.

8.6 Option for Exclusive License. In addition,
Sponsor and Principal Investigator hereby grants to
Company an exclusive option to negotiate an
exclusive, irrevocable, worldwide license to the
Inventions, with the right to sublicense, to make,
have made, use, sell, offer to sell, and import any
product and to use any process ("Option"). All
terms of the exclusive license, including
commercially  reasonable compensation to
Sponsor, shall be established through good faith
negotiation by the parties. Company shall have six
months from the date Sponsor provides to
Company Effective Notification (as defined herein)
of the existence of such Inventions to exercise its
Option. "Effective Notification" of the existence
of Inventions means a written description by the

8.4 Vlastnictvi Vynalezl. Zadavatel a Hlavni
zkousejici souhlasi stim, Ze veSkeré vynalezy,
objevy, know-how a zlepSovaci navrhy, at' jiz
patentovatelné, nebo ne, majici plvod ve Studii
provadéné na zakladé této Smlouvy ("Vynalezy")
budou okamzité ohlaseny Spolecnosti a budou
vyhradnim vlastnictvim Zadavatele.

8.5 Pouziti a licence Vyndlezll. Spole¢nost ma
neomezené pravo vsechny tyto Vynalezy svobodné
vyuzivat jakymkoliv zplisobem. Zadavatel a Hlavni
zkousejici timto udéluje Spolecnosti nevyhradni,
neodvolatelnou, celosvétovou, trvalou, piné
zaplacenou a bezplatnou licenci k vyrobé, uzivani,
prodeji, nabizeni k prodeji a dovozu takovych
Vynalezl. Licence mohou byt prevedeny na
pridruzenou pobocku Spole¢nosti nebo treti stranu
v souvislosti s prodejem veskerych nebo v podstaté
veskerych obchodnich aktiv a aktiv Spolecnosti v
souvislosti s touto Smlouvou. Licence miZe byt
sublicencovana (a) pridruzenym spolecnostem, (b)
dodavatellm a smluvnim partner@m Spolecnosti
nebo pridruzenych spolecnosti vyhradné s ohledem
na sluzby vykonavané jménem SpoleCnosti nebo
jejich pridruzenych spolecnosti, (c) zakazniklm
Spolecnosti nebo jejich pridruzenych spolecnosti
pouze s ohledem na produkty nebo sluzby
poskytované Spolecnosti nebo jejimi pridruzenymi
spoleCnostmi a d) poskytovateldm licence
Spolecnosti pouze s ohledem na produkty nebo
sluzby poskytované Spolecnosti nebo jejimi
pridruzenymi spolecnostmi. Zadavatel a Hlavni
zkousejici  SpoleCnosti na ndaklady Spolecnosti
pomlze pfi pripravé veskeré dokumentace
potfebné k provedeni a zdokonalovani prav
Spolecnosti v téchto Vynalezech.

8.6 Moznost Vyhradni Licence. Zadavatel a Hlavni
zkousejici timto navic udéluji Spolecnosti vyhradni
moznost vyjednat exkluzivni, neodvolatelnou,
celosvétovou licenci na Vynalezy s pravem na
sublicenci, vyrabét, pouzivat, prodat, nabizet k
prodeji a importovat jakykoli produkt a pouzit
libovolny postup ("Moznost"). Veskeré podminky
vyhradni licence, vcetné obchodné pfimérené
kompenzace Zadavateli budou vytvofeny na
zakladé jednani stran a jejich dobré vile.
Spole¢nost bude mit moznost uplatnit svou
Moznost béhem Sesti mésicd od data, kdy
Zadavatel poskytne Spolecnosti Platné Oznameni
(jak je zde definovano) o existenci takovych
Vynalez(. "Platné Oznameni' o existenci
Vynalezu znamena Zadavatelem a/nebo Hlavnim
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Sponsor and/or Principal Investigator of Inventions
in sufficient written detail to permit the filing of a
patent application or any other applicable
applications relating to said Inventions.

If Company exercises its Option, Company and
Sponsor shall immediately enter into good faith
negotiations on the terms of the exclusive license.
If an exclusive license has not been executed
within one hundred eighty (180) days of
Company’s exercise of the Option (the
"Exclusivity Period"), Sponsor shall be free to
seek other potential licensees. However, if within
one (1) year after the expiration of the Exclusivity
Period, Sponsor desires to offer any exclusive
license (subject to non-exclusive rights of
Company) of the applicable Invention to another
potential licensee, Sponsor must first offer an
exclusive license to Company upon the same terms
and conditions that Sponsor has offered to such
potential licensee. If Company does not accept the
offer within thirty (30) days, Sponsor at its
discretion may enter into an exclusive license with
such potential licensee on the same terms and
conditions offered to Company.

8.7 Use of Study Drug or Confidential

zkousejicim vytvoreny pisemny popis Vynalezu,
dostatecné podrobny tak, aby bylo moZzné podat
prihlasku patentu nebo jakékoliv jinou pouzitelnou
Zadost tykajici se uvedenych Vynalezll. Pokud
Spolecnost uplatni svou Moznost, Spolecnost a
Zadavatel zaCnou v dobré vdli jednat o podminkach
vyhradni licence. Pokud by vyhradni licence nebyla
uzaviena do sto osmdesati (180) dni od uplatnéni
Moznosti  Spolecnosti  ("Vyhradni  doba"),
Zadavatel bude mit moZnost najit jiného
potencidlniho drzitele licence. Pokud vsak do
jednoho (1) roku po uplynuti Vyhradni doby si bude
Zadavatel prat nabidnout jakoukoli vyhradni licenci
(s vyhradou neexkluzivnich prav Spolecnosti)
prislusného Vynalezu jinému potencialnimu drziteli
licence, musi Zadavatel nejprve nabidnout
vyhradni licenci Spolecnosti za stejnych podminek,
které Zadavatel nabidnul tomuto potencidlnimu
drziteli licence. Pokud Spolecnost nabidku nepfijme
do t¥iceti (30) dnli, miZe Zadavatel podle svého
uvazeni uzavrit s takovym potencialnim drzitelem
licence vyhradni licenci za stejnych podminek
nabizenych Spole¢nosti.

8.7 Pouziti Hodnoceného pfripravku nebo
Dlvérnych informaci. Zadavatel a Hlavni zkousejici

Information. Sponsor and Principal Investigator
agrees that use of the Study Drug or Confidential
Information provided under this Agreement for any
purpose outside of the Study is prohibited. If
Sponsor or Sponsor Representatives uses the
Study Drug or Confidential Information provided
under this Agreement for any purpose outside of
the Study, all data, results, conclusions,
observations, discoveries, inventions, ideas, know-
how, procedures, advancements and the like,
whether patentable or not, shall be the sole
property of Company ("Unauthorized Data and
Inventions"). Sponsor and Principal Investigator
hereby assigns to Company all of its right, title and

interest in and to Unauthorized Data and
Inventions.

9, PUBLICATIONS

9.1 Publication. Sponsor and  Principal

Investigator shall exercise best efforts to publish or
present the results of the Study in a timely manner
provided such publication or presentation is
consistent with the terms set forth in this
Agreement. Prior to submission for publication of
any manuscript, poster, presentation, abstract, or
other written or oral material describing the results

berou na védomi, Ze pouziti Hodnoceného
pripravku nebo Dlvérnych informaci poskytnutych
na zakladé této Smlouvy pro jakykoliv Gcel mimo
ramec Studie je zakazano. Pokud Zadavatel nebo
Zastupci Zadavatele pouZiji Hodnoceny pripravek
nebo Dlvérné informace poskytnuté jim na zakladé
této Smlouvy pro jakykoliv UcCel pfesahujici ramec
Studie, pak s veskerymi Gdaji, vysledky, zavéry,
pozorovanimi, objevy, vynalezy, napady, know-
how, postupy, zlepSovacimi navrhy a podobnég, at’

jiz  patentovatelnymi nebo nikoliv, budou
vyhradnim vlastnictvim Spolecnosti
("Neautorizované udaje a Vynalezy").

Zadavatel a Hlavni zkousejici prifazuji Spolecnosti
veskera sva prava, naroky a zajmy na
Neautorizované Udaje a Vynalezy.

9. PUBLIKACE

9.1 Publikace. Zadavatel a Hlavni zkousejici jsou
opravnéni publikovat nebo prezentovat vysledky
Studie, za predpokladu, ze takovato publikace i
prezentace je slucitelnd s ustanovenimi této
Smlouvy. Pred predanim jakéhokoliv rukopisu,
posteru, prezentace, abstraktu, nebo jiného
pisemného nebo Ustniho materidlu popisujiciho
vysledky Studie k publikaci je Zadavatel a Hlavni
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of a Study, Sponsor and Principal Investigator shall
provide Company 45 calendar days to review a
manuscript and 15 calendar days to review any
poster, presentation, abstract, or other written or
oral material derived from the Study. In addition, if
Company requests in writing, Sponsor and Principal
Investigator shall withhold any publication or
presentation an additional 60 calendar days.
Company reserves the right to remove, or require
Sponsor and Principal Investigator to remove, all
Confidential Information from any publications;
however, Company will not otherwise exercise
editorial control over the proposed publication. The
Sponsor and/or the Principal investigator shall
reference Company's support of the Study in any
resulting manuscript, study report, presentation,
poster, other publication, or abstract submission to
a scientific or medical congress (including
reference in the abstract itself where feasible).
Sponsor and Principal Investigator hereby grants
Company a non-exclusive, irrevocable, fully paid-
up, royalty-free, worldwide license (i) to distribute
copies of any publication regarding the Study
within the Company and to its licensees, licensors,
affiliates, and authorized representatives and (ii) to
prepare derivative works of any such publication.

10. SAFETY REPORTS

10.1  Safety Reporting. In connection with
Sponsor and Principal Investigator's obligation to
comply with all applicable regulatory requirements
regarding safety reporting, Sponsor and Principal
Investigator shall comply with the requirements set
forth in the exhibit entitled, "Exhibit 1 Safety
Reporting Requirements," attached hereto and
incorporated herein by reference, which describes
the safety data exchange procedures governing the
coordination of collection, investigation, reporting,
and exchange of information concerning adverse
events with respect to the Study Drug sufficient to
permit each party, its affiliates, permitted
sublicensees, licensors and licensees, to comply
with its legal obligations. The Safety Reporting
Requirements Exhibit 1 will be promptly updated if
required by changes in Applicable Law or as is
otherwise agreed upon by the Parties. Shall there
be any discrepancy between the terms of this
Agreement and those contained in the Safety
Reporting Requirements Exhibit, then the
provisions of the Safety Reporting Requirements

zkousejici povinni poskytnout Spolecnosti Ctyficet
pét (45) kalendarnich dni na posouzeni rukopisu a
patnact (15) kalendafnich dni na posouzeni
posteru, prezentace, abstraktu ¢i jiného pisemného
nebo Ustniho materidlu odvozeného ze Studie. Dale
pak, pokud o to Spolecnost pisemné pozada,
Zadavatel a Hlavni zkousSejici odlozi jakoukoliv
publikaci ¢ prezentaci o dalSich Sedesat (60)
kalendarnich dni. Spolecnost si vyhrazuje pravo
odstranit nebo pozadovat po Zadavateli a Hlavnim
zkousejicim  odstranéni  veSkerych  DUvérnych
informaci z jakékoliv publikace. Spole¢nost vSak
nebude vykonavat zadnou jinou vydavatelskou
kontrolu nad navrhovanou publikaci. Zadavatel
a/nebo Hlavni zkousSejici odkadzi na podporu
Spole€nosti v této Studii v jakémkoliv vysledném
rukopisu, studijni zpravé, prezentaci, posteru,
abstraktu, nebo jiném pisemném nebo Ustniho
materialu podaném na védeckém nebo lékarském
kongresu (vCetné odkazu v abstraktu, kde je to
mozné). Zadavatel a Hlavni zkousejici Spolecnosti
udéluji  nevyhradni, neodvolatelnou, pIné
splacenou, bezplatnou celosvétovou licenci (i)
k distribuci kopii jakékoliv publikace tykajici se
Studie v ramci Spolecnosti a jejich drzitell licenci,
poskytovateld licenci, pfidruzenych spolecnosti a
opravnénych zastupct a (i) k pfipravé odvozeného
dila jakékoliv takové publikace.

10. ZPRAVY O BEZPECNOSTI

10.1 Bezpecnostni  hlaseni.  V souvislosti
s povinnosti Spole¢nosti dodrZovat vSechny platné
regulacni pozadavky tykajici se bezpecnostniho
hlaseni musi Zadavatel a Hlavni zkousejici splfovat
pozadavky uvedené v dodatku nazvaném
,Dodatek ¢. 1 Pozadavky na hlaseni
bezpecnosti", pfipojené k této Smlouvé a zde
zahrnuté formou odkazu, popisujici postupy pro
vyménu bezpecnostnich (dajli, pro koordinovani
shromazd'ovani, ovéfovani, podavani zprav a
vymeénu informaci tykajicich se nezadoucich Gcinkd
ve vztahu k Hodnocenému ptipravku v dostatecné
mife tak, aby kazda strana, jeji pridruzené
spoleCnosti, opravnéni drzitelé licenci a
poskytovatelé licenci mohli splnit své zakonné
povinnosti. Dodatek ¢. 1 Pozadavky na hlaseni
bezpecnosti bude okamzité aktualizovan, pokud to
budou vyzadovat zmény v Pfislusnych Predpisech
nebo jak se smluvni strany jinak dohodnou. Pokud
nastane né&jakd nesrovnalost v oblasti bezpecnosti
nebo v ustanoveni tykajiciho se farmakovigilance
mezi podminkami této Smlouvy a podminkami
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Exhibit shall take precedence for what concerns
safety and pharmacovigilance provisions.

11. MATERIALS
11.1  Study Drug. Company agrees to provide

Blinatumomab ("Study Drug") as set forth in the
exhibit entitled, "Exhibit Study Drug," attached
hereto and incorporated herein by reference. Study
Drug will be manufactured in accordance with good
manufacturing practice standards.

11.2  Access. Sponsor shall limit access to the
Study Drug to only those persons who are under
direct control of Sponsor including without
limitation a Principal investigator and if applicable
Sponsor Representatives who are not under direct
control however they manage for Sponsor
providing of Study related Services. Sponsor and
Sponsor Representatives shall at all times hold,
store, handle, and transport the Study Drug in
compliance with Applicable Laws. Sponsor shall
cause Study Drug to be administered only to
Subjects under Principal investigator's personal
supervision. Additionally, Sponsor shall not transfer
Study Drug to any third party without Company's
prior written consent; not applicable for Sponsor
Representatives who manage providing of Study
related Services. Upon termination or completion
of a Study all unused Study Drug shall be returned
to Company or otherwise managed pursuant, in
each case to Company's direction. If the Company
directs Sponsor to destroy any or all unused Study
Drugs or Company provided reagents, Sponsor
shall provide Company with appropriate
documentation evidencing such destruction.

In case that an agreement between Sponsor and
Sponsor Representative concerning delivery of
Pharmacy Services related to Study will not be
concluded, this Agreement will be canceled with
effect from its start.

11.3  Inventory Checking, Reconciliation and
Destruction. Sponsor or its designated Sponsor
Representatives shall (i) acknowledge written
receipt of any shipment of Study Drug, (ii) inform
Company about projected enrollment to allow for
timely delivery, and (iii) maintain and provide upon
request to Company for review a proper inventory
and a dispensing log of the Study Drug stocks. Due

obsazenymi v Dodatku €. 1 Pozadavky na hlaseni
bezpecnosti, pak budou mit pfednost ustanoveni
v Dodatku €. 1 Pozadavky na hlaseni bezpecnosti.

11. MATERIAL

11.1 Hodnoceny pripravek. Spolecnost souhlasi, ze
poskytne Blinatumomab ("Hodnoceny
pripravek"), jak je uvedeno v ptiloze nazvané
"PFriloha — Hodnoceny pripravek", ktera je zde
pfipojena a uvedena jako odkaz. Hodnoceny
pripravek bude vyrabén v souladu se spravnou
vyrobni praxi.

11.2  Pfistup. Zadavatel omezi pfistup
k Hodnocenému pripravku pouze na takové osoby,
které jsou pod pfimou kontrolou Zadavatele,
véetné mimo jiné Hlavniho zkousejiciho, pripadné
na Zastupce zadavatele, ktefi a¢ nejsou pod jeho
pfimou  kontrolou, =zajistuji pro Zadavatele
poskytovani sluzeb souvisejicich se  Studii.
Zadavatel a Zastupci Zadavatele musi vzdy
manipulovat, skladovat, zpracovavat a prepravovat
Hodnoceny pripravek v souladu s platnymi
pravnimi predpisy. Zadavatel zajisti, ze bude
Hodnoceny pfipravek podan pouze Subjekttim pod
osobnim  dohledem  Hlavniho  zkousejiciho.
Zadavatel nesmi prevést Hodnoceny pripravek
Zadné treti strané bez predchoziho pisemného
souhlasu Spolecnosti; neuplatni se v pripadé
Zastupce zadavatele, ktery pro néj zajistuje
poskytovani sluzeb se Studii souvisejicich.
Po ukonceni nebo dokonceni Studie bude veskery
nepouzity Hodnoceny pfipravek  vracen
Spole¢nosti, nebo snim bude podle pokyn
SpoleCnosti naloZzeno jinak. Pokud Spolecnost
pozada Zadavatele, aby byly nékteré, nebo
vSechny nepouZité Hodnocené pfipravky nebo
reagencie poskytnuté Spolecnosti zni¢eny, musi
Zadavatel  SpoleCnosti  dolozit  pfislusnou
dokumentaci, ktera takové zniceni bude evidovat.

Nedojde-li k uzavieni smlouvy mezi Zadavatelem a
Zastupcem zadavatele o zajisténi sluzeb Iékarny
pro Ucely Studie, rusi se tato Smlouva od pocatku.

11.3 Kontrola, rekonciliace a destrukce. Zadavatel
nebo jim uréeni Zastupci Zadavatele (i) pisemné
potvrdi prijem jakékoliv zasilky Hodnoceného
pripravku; (ii) budou vcasné informovat Spole¢nost
o planovaném zarazeni Subjektu, aby bylo mozné
zajistit vcasné doruceni zasilky; a (iii) budou
udrzovat a na pozadani Spolecnosti poskytovat ke
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to the fact that Sponsor cannot use its own
Pharmacy, Study Drug will be supplied to Pharmacy
of XXXXXXXXXX, to the individual and to the
address designated by the Sponsor in writing. Upon
receipt of Study Drug, Sponsor or Sponsor
Representative shall sign the proof of delivery form
indicating Study Drug has been delivered in a
suitable condition and is ready for use. Upon
completion or early termination of the Study,
Sponsor or Sponsor Representative will provide
Company with a statement of Study Drug
reconciliation. In the event of any discrepancy
between Sponsor's or Sponsor Representative’s
reconciliation and Company’s records, Sponsor is
responsible to resolve the discrepancy. Sponsor or
Sponsor Representative is responsible for
destruction of any Study Drug remaining at the end
of Study (unless Company requires Study Drug be
returned to Company). Sponsor or Sponsor
Representative will provide to Company a
statement of drug destruction.

11.4  Third Party Billing. Sponsor and Principal
Investigator shall not bill third party payers for
Study Drug. Sponsor and Principal Investigator
agrees and warrants that it shall not seek
reimbursement from any Subject or third party
payor for Study Drug(s) or for any items or services
that are funded by Company under this Agreement
or provided without charge by Company for Study
purposes. Sponsor shall comply with Applicable
Laws, regulations and payor guidance pertinent to
the coverage of and reimbursement for items and
services furnished in the context of a clinical trial.

12, INDEMNIFICATION

12.1  Sponsor's Indemnity. Sponsor shall
defend, indemnify and hold harmless Company and
its officers, employees, directors, and agents
(collectively, "Company Indemnitees") from any
and all liabilities, claims, actions or suits arising out
of or in connection with the Study or the negligent
performance of any services or obligations under
the terms of this Agreement or the breach of any
covenant contained herein, by Sponsor and
Sponsor Representatives.

12.2  Company's Indemnity. Company agrees to
indemnify and hold harmless Sponsor and Sponsor

kontrole nalezity inventdf zasob a vydavaci
protokol Hodnoceného pripravku. Vzhledem
k tomu, Ze Zadavatel nema vlastni lékarnu, bude
hodnoceny pfipravek dodavan do lékarny
XXXXXXXXXX, na jméno uréené osoby a na adresu
pisemné urcenou Zadavatelem. Zadavatel nebo
Zastupce zadavatele po obdrzeni Hodnoceného
pripravku podepise doklad o dodani, ve kterém je
uvedeno, ze byl Hodnoceny pripravek dodan ve
vhodnych podminkach a je pfipraven k pouZiti. Po
dokonceni nebo pred¢asném ukonceni Studie
poskytne Zadavatel ve spolupraci se Zastupcem
zadavatele Spolecnosti zpravu o rekonciliaci
Hodnoceného pfipravku. Pokud dojde k néjaké
nesrovnalosti mezi zdznamy Zadavatele ¢i Zastupce
zadavatele a zdznamy SpoleCnosti, Zadavatel
ponese odpovédnost za napravu takové
nesrovnalosti. Zadavatel nebo Zastupce zadavatele
zajisti  destrukci  Hodnoceného  pripravku
zbyvajiciho na konci Studie (pokud Spolecnost
nevyzaduje vraceni Hodnoceného pripravku
Spolecnosti). Zadavatel nebo jeho prostiednictvim
Zastupce zadavatele  SpoleCnosti  poskytne
prohlaseni o destrukci Hodnoceného pfipravku.

11.4 Fakturace treti stranou. Zadavatel ani Hlavni
zkousejici nebude uctovat Hodnoceny pripravek
Zadné treti strané. Zadavatel a Hlavni zkousejici se
zavazuji a zaruCuji, Ze nebude od Zadného
Subjektu nebo treti strany vyZadovat platbu nebo
Uhradu nakladt za Hodnoceny pfipravek, nebo
jakoukoliv jinou poloZku nebo sluzbu, jeZ jsou
bezplatné poskytovany Ci proplaceny Spolecnosti
podle této Smlouvy. Zadavatel se bude fidit vSemi
platnymi pravnimi predpisy, nafizenimi a pokyny
souvisejicimi s proplacenim polozek a sluzeb
poskytnutych v ramci klinického hodnoceni.

12. ODSKODNENI

12.1. Odskodnéni ze strany Zadavatele. Zadavatel
bude chranit, odskodni a ochrani Spolecnost a jeji

Uredniky, zaméstnance, reditele a agenty
(spolecné "Odskodnéni Spolecnosti") pred
veskerymi  zavazky, naroky, zalobami nebo

Zalobami vyplyvajicimi z nebo v souvislosti se
Studii nebo nedbalosti Zadavatele ¢ Zastupcd
Zadavatele pri pInéni jakychkoliv sluzeb nebo
zavazkl podle podminek této Smlouvy nebo
porusenim jakéhokoliv zavazku zde uvedeného.

12.2 Odskodnéni ze strany Spolecnosti. Spolecnost
souhlasi s tim, Ze bude haijit, odSkodni a ochrani
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Representatives (collectively "Sponsor
Indemnitees") from and against any and all
liability, damages, losses, costs and expenses
arising out of Company'’s failure to manufacture the
Study Drug in accordance with good manufacturing
practices.

This indemnity is conditioned upon an Indemnitee’s
notifying Company of any claim falling within this
indemnity within ten (10) working days after the
Indemnitee receives notice of such claim.
Notwithstanding anything to the contrary
contained herein, Company shall not have any
obligation to defend, indemnify, or hold
Indemnitees harmless from claims, suits or
damages arising as a result of the negligent acts or
omissions of Indemnitees.

13. LIABILITY INSURANCE

13.1  Sponsor shall secure and maintain in full
force and effect throughout the term of this
Agreement and at its expense, a comprehensive
insurance policy which shall cover the liability of
Sponsor and Principal Investigator and principal
investigator and any natural or legal person
involved in the Study for any damages caused as a
result of the Study (including deaths of or injuries
to Subjects) in accordance with Regulations,
Applicable Laws, and common professional
practices. Upon request, Sponsor shall provide
evidence of the insurance coverage to Company.
14, SUBJECT INJURY

14.1  Company shall not be responsible for any
costs or expenses incurred as a result of a Subject
injury. No compensation is available from Company
other than as provided by law. Company does not
authorize Sponsor to offer compensation on behalf
of Company, or to bind Company to any indemnity
obligations in favor of any Subjects. Sponsor and
Principal investigator shall state in any information
provided to Subjects that Company will not provide
any compensation.

15. DISCLAIMER OF WARRANTY
151 COMPANY MAKES NO WARRANTIES,
EXPRESS OR IMPLIED, INCLUDING ANY

WARRANTY OF MERCHANTABILITY OR FITNESS
OF THE STUDY DRUG FOR USE IN ACCORDANCE
WITH THE PROTOCOL.

Zadavatele a Zastupce Zadavatele (spolecné
"Odskodnéni Zadavatele") V¢ jakékoliv
odpovédnosti, ztratam, nakladdm a vydajim
plynoucim z pochybeni Spolecnosti pfi vyrobé
Hodnoceného pfipravku dle spravné vyrobni praxe.
Toto odskodnéni je podminéno tim, ze Zadavatel
Spolecnosti oznami veskeré naroky spadajici do
tohoto odskodnéni do deseti (10) pracovnich dni
poté, co odskodnovana strana obdrzi oznameni o
takovém naroku. Bez ohledu na to, co je zde
uvedeno, Spolecnost nebude mit povinnost hdjit,
odskodnovat nebo chranit odskodnovanou stranu
od Skod, Zalob nebo reklamaci vzniklych v ddsledku
nedbalostniho  jednani  nebo  opomenuti
odskodnované strany.

13. POJISTENI ODPOVEDNOSTI ZA SKODU

13.1 Zadavatel zajistuje a udrzuje v pIné platnosti
a ucinnosti po celou dobu trvani této Smlouvy a na
vlastni naklady komplexni pojistku, kterd pokryva
odpovédnost Zadavatele a Hlavniho zkousejiciho a
jakékoli fyzické & pravnické osoby zapojené do
Studie za jakékoli zplisobené skody (vcetné umrti
nebo zranéni Subjektd) v souladu s nafizenimi,
platnymi pravnimi predpisy a béznymi odbornymi
postupy. Zadavatel poskytne na vyzadani
Spolecnosti doklad o pojisténi.

14. POSKOZENI SUBJEKTU

14.1 Spolecnost nenese odpovédnost za Zadné
naklady ¢ vydaje vzniklé v ddsledku poskozeni
Subjektu. Spolecnost neposkytne jiné odskodnéni,
nez jaké je stanoveno zakonem. Spolecnost
neopraviiuje Zadavatele, aby poskytl nahradu
Skody jménem Spole¢nosti, nebo aby zavazoval
Spolecnost jakymikoliv povinnostmi k odSkodnéni
ve prospéch Subjektl. Zadavatel a Hlavni
zkousejici budou uvadét ve vSech informacich
urCenych Subjektdim, Ze SpoleCnost Zzadnou
nahradu neposkytne.

15. ODMITNUTI ZARUKY

15.1 SPOLECNOST NEPOSKYTUJE ZADNE ZARUKY,
VYSLOVNE ~NEBO  NAZNACENE,  VCETNE
JAKEKOLIV ZARUKY UVEDENT PRODUKTU NA TRH
NEBO VHODNOSTI HODNOCENEHO PRIPRAVKU
PRO POUZIT{ V SOULADU S PROTOKOLEM.
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16.

OBLIGATION OF WHEN

PARTICIPATING SITES ARE INVOLVED

16.1

In the event that Sponsor utilizes any other

site (including all employees, agents, investigators
and other representatives of such site performing
the Study, each a "Participating Site") for the
performance of the Study, Sponsor agrees that:

0

(ii)

(iii)

(iv)

Prior to utilizing such Participating Site,
Sponsor shall enter into a written
agreement with such Participating Site,
the terms of which shall be substantially
similar to the terms of this Agreement,
including without limitation, compliance
with obligations regarding applicable laws,
safety, publication, intellectual property,
indemnification, liability insurance, and
data protection. Sponsor will ensure that
the terms of the agreements with
Participating Sites and investigators shall
oblige the Participating Sites and
Investigators to comply with the relevant
obligations of this Agreement and that all
Participating Sites and Investigators will
perform their obligations with highly
qualified, trained and educated personnel
knowledgeable in Good Clinical Practices
(GCPs), applicable regulatory
requirements, clinical project management
and pharmaceutical drug development;

Sponsor shall be responsible for (a) all
conduct, actions and omissions of
Participating Sites; (b) compliance by each
Participating Site with the requirements of
this Agreement to at least the extent that
Site would be responsible if it were
performing directly; and (c) management
and coordination of the performance of all
such Participating Sites;

Sponsor shall ensure that the Participating
Sites have agreed to the Study taking
place upon their premises, involving the
employment of their staff and resources
including the investigators and to support

the Sponsor in the conduct and
management of the Study;
Sponsor shall ensure that each

Participating Site staff for whose personal

16. POVINNOSTI ZADAVATELE V PRIPADE

ZAPOJENI

DALSICH UCASTNICICH SE

CENTER

16.1 V pripadé, ze Zadavatel vyuziva jakékoliv jiné
centrum (vCetné vSech zaméstnancl, agentd,
zkousejicich a dalSich zastupcd takového centra,
které provadi Studii, dale kazdé jako "ZGcastnéné
Centrum") za GcCelem provadéni Studie, Zadavatel
souhlasi, ze:

0

(ii)

(iii)

(iv)

pred vyuZitim takového Zucastnéného
Centra uzavie Zadavatel se Zucastnénym
Centrem  pisemnou  smlouvu, jejiz
podminky budou v podstaté obdobné
podminkam této Smilouvy, véetné mimo
jiné dodrZovani zavazk( tykajicich se
platnych pravnich predpisd, bezpecnosti,
zverejnéni, dusevniho vlastnictvi,
odskodnéni, pojisténi odpovédnosti a
ochrany Udajd. Zadavatel zajisti, aby
podminky smluv se ZUc¢astnénymi Centry a

zkousejicimi  ukladaly ~ zUcastnénym
Centrlm a  zkouSejicim  povinnost
dodrzovat pfislusné povinnosti  této
Smlouvy, a aby vSechna ZucCastnéna

Centra a zkousejici plnili své povinnosti
prostrednictvim kvalifikovanych,
vzdélanych  pracovnikl  proskolenych
v zasadach Spravné klinické praxe (GCP),
platnych regulacnich pozadavcich, vedeni
klinickych projektl a VYVOji
farmaceutickych 1éCiv.

Zadavatel bude odpovédny za (a) jednani,
chovani a opomenuti ZacCastnénych
Center; (b) dodrZovani poZzadavkd této
Smlouvy kazdym Zlcastnénym Centrem
alespon v takovém rozsahu, v jakém by
takové centrum bylo odpovédné, pokud by
vSe vykonavalo pfimo; a (c) vedeni a
koordinaci  vykonu  vSech  téchto
ZUcastnénych Center;

Zadavatel zajisti, ze ZUcastnéna Centra
budou souhlasit se zajisténim Studie
v jejich  prostorach, s vyuzitim svych
zaméstnancl a zdrojl véetné zkousejicich
a podpori Zadavatele v zajisténi a vedeni
Studie;

Zadavatel zajisti, Ze kazdy zaméstnanec
ZUcastnéného Centra, jehoz osobni Gdaje
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information may be transferred to
Company will be informed of and allows
for the processing of his/ her personal
information according to article 6.2
hereunder and Sponsor further agrees to
provide evidence of such consent to
Company upon request; and

(v) Company shall not be a party to the
Participating Site or investigators’
agreements, which shall not be binding on
Company in any manner whatsoever but
Participating Sites and investigators shall
expressly agree that Company shall be a
third party beneficiary to their
agreements, entitted to enforce the
obligations of such Participating Site or
Investigator thereunder.

17. TERMINATION

17.1 Right to Terminate. Any party may
terminate this Agreement immediately by written
notice to the other party upon the occurrence of
any of the following events:

(i) In case of serious adverse events or in
case of (other) Subject safety issues
relating to the Study;

If no Ethics Committee approval can be
obtained for the Protocol or any future
changes thereof, despite good faith efforts
by the Sponsor to obtain such approval;
If a defaulting party commits a material
breach of its obligations under this
Agreement, and (if the breach is capable
of remedy) fails to remedy the breach
within thirty (30) days of being specifically
required in writing so to do by a non-
defaulting party;

If all of the parties agree to terminate the
Study and this Agreement, at any time;
At any time by written notice to the other
party if circumstances beyond the control
of the terminating party preclude
continuation of the Study;

If Study recruitment is significantly slower
than planned and impacting Study overall
timelines as set forth in the Protocol; or
For any reason upon providing a minimum
of sixty (60) days prior written notice to
the other party.

(if)

(iii)

(v)
(V)

(vi)

(vii)

mohou byt prevedeny Spolecnosti, bude o
takové skutecnosti informovan a umozni
zpracovani svych osobnich Udajd podle
¢lanku 6.2 této Smlouvy, a Zadavatel dale
souhlasi, ze v pfipadé potfeby poskytne
Spolecnosti o takovém souhlasu dtkaz; a

SpoleCnost nebude smluvni stranou
smlouvy se Zucastnénym Centrem, ani
smlouvy se zkousejicim a tyto smlouvy
nebudou  zaddnym  zplsobem  pro
Spole¢nost zavazné. Nicméné Zucastnéna
Centra a zkousejici vyslovné souhlasi, ze
Spolecnost bude treti stranou opravnénou
vymahat jejich zavazky.

(v)

17.  VYPOVED

17.1  Prdvo na Vypovéd. Kterdkoliv ze stran
méZe vypovédét Smlouvu ihned na zakladé
pisemného oznameni druhé smluvni strané pfi
nasleduijicich udalostech:

(i) V pripadé vyskytu zavaznych nezadoucich
Ucinkd nebo (jinych) bezpecnostnich probléml ve
vztahu k Subjektu tykajicich se Studie;

(ii) Neni-li mozné ziskat souhlas Etické komise
s Protokolem nebo jeho naslednymi zménami, a to
i pres veskerou snahu Zadavatele ziskat takovy
souhlas;

(iii) Pokud néktera smluvni strana neplni své
zavazky vyplyvajici z této Smlouvy a (pokud Ize
poruseni napravit), nedojde k napravé do tficeti
(30) dni od vyslovného pisemného upozornéni od
nezlcastnéné smluvni strany.

(iv) Kdykoliv, pokud se vSechny smluvni strany
dohodnou na ukonceni Studie.

(v) Pisemnym oznamenim druhym smluvnim
stranam kdykoliv, pokud okolnosti, které jsou
mimo kontrolu dané smluvni strany, brani
pokracovani Studie;

(vi) Je-li ndbor podstatné pomalejsi, nez bylo
planovano a toto ma dopad na celkové casové
plany Studie uvedené v Protokolu; nebo

(vii) Z jakéhokoliv jiného dlvodu na zakladé
pisemného oznameni dals$im smluvnim stranam
nejméné s Sedesati (60) dennim predstihem.

17.2 Povinnosti pti vypovédi. Po ukonéeni Smlouvy
Zadavatel (i) uchova vsechna data souvisejici se
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17.2  Obligations Upon Termination. Upon
termination, Sponsor shall, (i) preserve any data
relating to the Study; (ii) turn over such data; (iii)
furnish Company an acceptable Principal
investigator's report for the Study; and (iv) provide
to Company appropriate documentation evidencing
the destruction of any unused Study Drug.

18. MISCELLANEOUS

18.1  Amendments. The terms of this Agreement
may be amended only by the mutual written
consent of the parties.

18.2 Use of Names. Company, Sponsor and
Principal Investigator shall not use each other's
names (including the names of the other party's
subsidiaries or parent, (if any)), symbols or marks,
or any derivatives thereof in any form of publicity
without the prior written consent of the owning
party or parties, except that, without prior written
consent of Company, Sponsor may disclose on
publicly-accessible clinical trial registries the
contact information of any party to this Agreement.
In addition, and without prior written consent of
Sponsor and Principal Investigator, Company may
identify the existence of this Agreement and/or,
the name, and/or contact information of any party
to this Agreement as required by Applicable Law.

18.3  Entire Agreement. This Agreement, and
any amendments thereto, shall constitute the
entire agreement between the parties hereto
regarding the subject matter hereof and sets forth
the entire terms and conditions under which this
Agreement will be performed. There are no other
agreements, oral or written, between the parties
with respect to the subject matter of this
Agreement, and all oral and written
correspondence regarding the subject matter
hereof is superseded by this Agreement. In the
event of any inconsistency between this Agreement
and the Protocol, if applicable, the terms of this
Agreement shall govern.

18.4  Counterparts. This Agreement may be
executed in any number of counterparts, each of
which shall be an original and all of which together
shall constitute one and the same document, and
is binding on all parties notwithstanding that each
of the parties may have signed different

Studii; (ii) predd vSechna takova data; (iii)
poskytne Spolecnosti od Hlavniho zkousejiciho
prijatelnou zpravu o Studii; a (iv) poskytne
SpoleCnosti  prislusnou dokumentaci dokazujici
likvidaci nepouzitého Hodnoceného pripravku.

18. ROZNE

18.1  Dodatky. Ustanoveni této Smlouvy mohou

byt ménéna pouze na zakladé vzajemného
pisemného souhlasu stran.

18.2  Pouziti nazvd. Spolecnost, Zadavatel a
Hlavni zkouSejici nebudou v Zzadné formé
propagace pouzivat jméno druhé strany (véetné
firmy dcefinych spoleCnosti nebo materské
spolecnosti druhé strany, pokud existuji), symboly
a znacky nebo jejich odvozeniny, bez predchoziho
pisemného souhlasu jejich majitele ¢ maijiteld,

stou vyjimkou, Ze Zadavatel mlze bez
predchoziho pisemného souhlasu Spolecnosti
zZpfistupnit ve vefejné pristupnych registrech

klinickych hodnoceni kontaktni informace jakékoliv
strany této Smlouvy. Déale pak mize Spolecnost
bez predchoziho pisemného souhlasu Zadavatele a
Hlavniho zkousejiciho uvést existenci této Smlouvy
a/nebo jména a/nebo kontaktni informace
jakékoliv strany této Smlouvy tak, jak to vyzaduji
Pfislusné predpisy.

18.3 Uplnost Smlouvy. Tato Smlouva a vSechny
jeji dodatky predstavuji Uplnou dohodu mezi
stranami tykajici se predmétu plnéni a stanovi
veskera ujednani a podminky, za nichZz bude
Smlouva pInéna. Mezi stranami nejsou zadna dalsi
ujednani, at’ jiz Ustni nebo pisemna, ktera by se
tykala predmétu Smlouvy a veSkera Ustni nebo
pisemna sdéleni tykajici se predmétu Smlouvy jsou
nahrazena Smlouvou. V pripadé jakéhokoliv
pfipadného rozporu mezi Smlouvou a Protokolem
jsou rozhodujici ustanoveni Smlouvy.

18.4  Vyhotoveni. Tato Smlouva mdiZe byt
podepsana v jakémkoliv poctu vyhotoveni, z nichz
kazdé bude originalem a které budou dohromady
tvorfit jeden a ten samy dokument, zavazujici
vSechny strany bez ohledu na to, Ze kazda ze stran
se mohla pfipadné podepsat pod rlznymi
vyhotovenimi. Faxové a oskenované kopie podpisd
nebo elektronicka vyobrazeni podpisti se povazuji
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counterparts. Facsimiles or scanned copies of
signatures or electronic images of signatures shall
be considered original signature unless prohibited
by applicable law.

18.5  Severability. In the event any provision of
this Agreement conflicts with the law under which
this Agreement is to be construed or if any such
provision is held illegal, invalid, or unenforceable,
in whole or in part, by a competent authority, such
provision shall be deemed to be restated to reflect
as nearly as possible the original intentions of the
parties in accordance with Applicable Laws. The
legality, validity, and enforceability of the
remaining provisions shall not be affected thereby,
and shall remain in full force and effect.

18.6  Assignment. Company has specifically
contracted with Sponsor and Principal Investigator
because of its unique experience, expertise, and
qualifications; and, therefore, Sponsor and
Principal Investigator may not assign or delegate
Sponsor and Principal Investigator's obligations
under this Agreement either, in whole or in part,
without the prior written consent of Company.
Company may assign this Agreement at any time
without the prior consent of Sponsor and Principal
Investigator. This Agreement shall be binding on
the parties and their respective successors and
permitted assigns.

18.7  Waiver. No action or inaction by either
party shall be construed as a waiver of such party's
rights under this Agreement or as provided by
applicable law. None of the terms of this
Agreement may be waived except by an express
notice in writing signed by the waiving party. The
failure or delay of a party in enforcing any of its
rights under this Agreement shall not be deemed a
continuing waiver of such right. The waiver of one
breach hereunder shall not constitute the waiver of
any other or subsequent breach.

18.8  Contractual Relationship. Sponsor and
Principal Investigator is engaged in an independent
activity and not as an agent, employee, partner, or
joint employer of Company. If applicable, Sponsor
and Principal Investigator represents and warrants
that it is an employer subject to, and shall comply
with, all Applicable Laws. Sponsor shall be
responsible for Sponsor Representatives' and

za originalni podpisy, pokud to nezakazuji Prislusné
predpisy.

18.5 Oddélitelnost. V pripadé, ze jakékoliv
ustanoveni této Smlouvy odporuje pravnim
normam, kterymi se tato Smlouva Fidi ¢i rozhodne-
li pfislusny organ, Ze takovéto ustanoveni je zcela
nebo zCasti  nezdkonné, neplatné  nebo
nevymahatelné, bude se mit za to, Ze toto
ustanoveni bylo preformulovano tak, aby co nejvice
odpovidalo plivodnimu Umyslu stran v souladu
s PFislusnymi predpisy. Zakonnost, platnost a
vymahatelnost zbylych ustanoveni tim nebude
dot¢ena a tato zlstanou v plné platnosti a
Gcinnosti.

18.6  Postoupeni a subdodavatelstvi. Prava ani
povinnosti Zadavatele a Hlavniho zkousejiciho
podle této Smlouvy nelze postoupit, prevést ¢i jinak
s nimi disponovat, at’ zcela ¢i jen Castecné, bez
predchoziho pisemného souhlasu Spolecnosti.
Spole¢nost mze tuto Smlouvu postoupit bez
predchoziho souhlasu Zadavatele a Hlavniho
zkousejiciho. Smlouva je zavazna pro vsechny
smluvni strany a jejich pripadné nastupce.

18.7 Zieknuti se prav. Zadné jednani ¢i
neCinnost kterékoliv ze stran nebude vykladano
jako vzdani se prav této strany podle pfislusnych
ustanoveni Smlouvy nebo Pfislusnych predpist.
Zadného ustanoveni této Smlouvy se nelze vzdat
jinak nez vyslovnym pisemnym oznamenim
podepsanym stranou, ktera se jej vzdava.
Opomenuti nebo prodleni strany s uplatnénim
kterékoliv z jejich prav z této Smlouvy nebude
povazovano za trvalé vzdani se tohoto prava.
Vzdani se narokl plynoucich z uréitého poruseni
nepredstavuje vzdani se narokd plynoucich
z kteréhokoliv jiného ¢i nasledujiciho poruseni
Smlouvy.

18.8 Smluvni vztah. Zadavatel a Hlavni
zkousSejici  podnikaji samostatné a  nejsou
zastupcem ¢i zaméstnancem Spolecnosti, ani neni
se SpoleCnosti Ucastnikem sdruzeni nebo
spoluzaméstnavatelem. U vsSech dotyénych
pfipadl, kdy to pfipadd do Uvahy, Zadavatel a
Hlavni zkousSejici prohlasuje a zarucuje, Ze je
zaméstnavatelem podle Pfislusnych predpis@l a ze

Contract #: 281025
PO#: 7100348805

Page 20



subcontractors' acts, errors, omissions, and
conduct. Sponsor acknowledges and agrees that
Company shall have no responsibility or liability for
treating Sponsor Representatives as employees of
Company for any purpose. Neither Sponsor nor any
Sponsor Representative shall be eligible for
coverage or to receive any benefit under any
Company provided workers’” compensation,
employee plans or programs or employee
compensation, bonus, incentives, retirement or
other arrangements.

18.9  Governing Law. This Agreement shall be
governed by the laws of the Czech Republic,
excluding conflict of law rules. Any legal disputes
related to the Contract will be solved by general
court of Czech Republic.

18.10 Third Party Beneficiaries. Except as
expressly provided for in this Agreement, (i) this
Agreement is entered into solely between, and may
be enforced only by, the parties hereto; and (ii) this
Agreement shall not be deemed to create any
rights in third parties or to create any obligations
of a party to any such third parties.

18.11 Survival. The parties' rights and obligations
under any provisions set forth in this Agreement
related to ownership of Intellectual Property,
confidentiality, publications, use of names,
Applicable Laws, governing law, Materials, subject
injury, privacy, indemnification, and insurance, or
which contemplate performance or observance
subsequent to termination or expiration of this
Agreement issued hereunder shall survive such
expiration or termination.

18.12 Disclosure. Sponsor and  Principal
Investigator acknowledges and agrees that
Company shall have the right to disclose publicly
the terms and conditions of this Agreement,
including without limitation, Sponsor and Principal
Investigator's name, description of services and
amount of payment.

18.13 Notice. Except as may otherwise be
specified in the Safety Schedule Exhibit, any notice
required or permitted hereunder shall be in writing
and shall be deemed given as of the date it is:

je bude dodrzovat. Zadavatel odpovida za jednani,
pochybeni, opominuti a dinnost Zastupcl
Zadavatele a subdodavatelll. Zadavatel bere na
védomi a souhlasi s tim, Ze SpoleCnosti nevznika
zadnd odpovédnost ani zavazek pristupovat k
Zastupcdm Zadavatele tak, jako by se jednalo o
zameéstnance Spolecnosti, a to v zadném smyslu.
Zadavatel ani Zadny Zastupce Zadavatele nema
narok na zadné U(hrady nebo zaméstnanecké
vyhody poskytované Spolecnosti jejim
pracovniklim jako jsou odskodnéni Graz{i a nemoci
z povolani, mzdy, zaméstnavatelem hrazené
pojisténi,  bonusy, prémie ¢ programy
dtichodového a jiného zaopatreni.

18.9  Rozhodné pravo. Tato Smlouva se Fidi
pravem Ceské republiky s vylouéenim jeho
koliznich norem. Pfipadné spory plynouci z této
Smlouvy budou FeSeny obecnymi soudy Ceské
republiky.

18.10 Prijemci tretich stran. Pokud neni vyslovné
v této Smlouvé uvedeno jinak, (i) tato Smlouva je
uzaviena vyhradné mezi smluvnimi stranami a smi
byt uplatnéna pouze jimi; (ii) ztéto Smlouvy
nevyplyva vznik jakychkoliv prav tfetim stranam,
ani vznik zavazkd smluvni strany vic¢i takovym
tretim stranam.

18.11 Pretrvani. Prdva a povinnosti stran
podle jakychkoliv  ustanoveni této  Smlouvy
tykajicich se vlastnického prava k DusSevnimu
vlastnictvi, dévérnych informaci, publikaci, pouZiti
nazvl, PFislusnych predpisd, rozhodného prava,
Materidlu, poskozeni Subjektu, ochrany osobnich
Udajll a soukromi, odskodnéni a pojisténi, nebo
prava a povinnosti, u nichz se predpoklada vykon
nebo dodrzovani i po ukonceni nebo zaniku této
Smlouvy, pretrvavaji i po tomto zaniku nebo
ukonceni.

18.12 Zadavatel a Hlavni zkousejici berou na
védomi a souhlasi s tim, Ze Spole¢nost ma pravo
verejné sdilet znéni a podminky Smlouvy vcetné
nazvu Zadavatele, popisu sluzeb a vyse plateb.

18.13 Oznameni. Pokud neni jinak specifikovano
v prilozeném dodatku o bezpecnosti, jakékoliv
oznameni vyzadované nebo predpokladané touto
Smlouvou bude v pisemné formé a bude
povazovano za ucinéné / vydané k datu, kdy (i) je
osobné doruceno, (ii) je doruceno doporucenou
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(i) delivered by hand; (ii) received by registered or
certified mail, postage prepaid, return receipt
requested; (iii) confirmed as received if by
facsimile; or (iv) received by nationally recognized,
overnight courier, and addressed to the party to
receive such notice at the address set forth below,
or such other address as is subsequently specified
in writing:

If to Company/Pro Spolecnost:
Spole¢nost Amgen s.r.o.
Klimentska 1216/46

%10 02 Praha 1

Ceska republika

Fax Number: +420 221773 501

With a Copy to/S kopii pro:
International Legal Group
Amgen (Europe) GmbH
Dammstrasse 23

6301 Zug

Switzerland

Fax Number: +41 41 369 0411

18.14 Language. The official language of this
Agreement is the Czech language. Should a party
translate this Agreement into another language
and a conflict in interpretation occur between
versions, the original official language version shall
prevail.

IN WITNESS WHEREOF, the parties hereto have
caused their duly authorized representatives to
execute this Agreement.

poStovni zasilkou nebo postovni zasilkou s
dodejkou s uhrazenym postovnym, (i) je
potvrzeno jako dorucené v pfipadé zaslani faxem
nebo (iv) je prevzato celostatné uznavanym
kuryrem a adresovano strané, ktera ma oznameni
pfijmout, na adresu uvedenou nize ¢ na jinou
takovou adresu, ktera bude nasledné pisemné
specifikovana:

If to Sponsor/Pro Zadavatele:
Ustav hematologie a krevni transfuze
U Nemocnice 1

128 20 Praha 2

Ceska republika

Fax Number: 420 221 977 217

If to Principal Investigator/Pro Hlavniho
zkousejiciho:

XHXXXXXXXXX

Ustav hematologie a krevni transfuze

U nemocnice 1

128 20 Praha 2

Ceska republika

18.14 Jazyk. Oficialnim jazykem této Smiouvy je
Cesky jazyk. Pokud by néktera ze stran tuto
Smlouvu prelozila do jiného jazyka a doslo by
k rozporu ve vykladu mezi jazykovymi verzemi,
bude platit verze v puvodnim oficialnim jazyce.

NA DUKAZ UVEDENEHO, smluvni strany
prostfednictvim svych Fadné opravnénych zastupct
podepsaly tuto smlouvu.
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AMGEN S.R.O. USTAV HEMATOLOGIE A KREVNi TRANSFUZE

(signature) (signature)

By: By: prof. MUDr. Petr Cetkovsky, Ph.D., MBA
(print or type name)

Title: Proxy Title: Director

Date: Date:

AMGEN S.R.O. XXXXXXXXXX
(signature) (signature)

By: By: XXXXXXXXXX
(print or type name)

Title: Proxy Title: Investigator

Date: Date:
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EXHIBIT 1
SAFETY REPORTING REQUIREMENTS

1. DEFINITIONS

For the purposes of this Agreement, the following
additional terms shall have the meanings ascribed to
them as set forth herein. Where applicable, certain of
the following definitions have been drafted according
to the International Conference on Harmonised
Tripartite Guideline E2D on Post-Approval Safety Data
management.

1.1 "ADVERSE EVENT" OR "AE"

An adverse event is any untoward medical occurrence
in a patient or clinical investigation subject
administered a medicinal product and which does not
necessarily have to have a causal relationship with
this treatment. An adverse event can therefore be any
unfavorable and unintended sign (e.g., an abnormal
laboratory finding), symptom, or disease temporally
associated with the use of a medicinal product,
whether or not considered related to this medicinal
product.

1.2 "ADVERSE DRUG REACTION" OR "ADR"

"All noxious and unintended responses to a medicinal
product related to any dose."
The phrase "responses to a medicinal product”
indicates that a causal relationship between a
medicinal product and an Adverse Event is at least a
reasonable possibility (i.e., the relationship cannot be
ruled out).

1.3 CAUSALITY DEFINITIONS
For purposes of safety data exchange and regulatory
reporting, the following causality definitions shall

apply:
An AE shall be considered related to "investigational
medicinal product ("IMPM)" if the principal

investigator, designee or the sponsor assesses that
there is a reasonable causal relationship, based on
facts and evidence, between the IMP and the AE.

1.4 "DEVELOPMENT CORE
INFORMATION" OR "DCSI"
A document, required in a clinical trial of an

investigational new drug, which contains the core

SAFETY

. DODATEK C. 1 5
POZADAVKY NA HLASENI BEZPECNOSTI

1. DEFINICE

Pro Ucely této Smlouvy maji nasledujici
dopliiujici vyrazy vyznam, ktery je jim pripisovan
tak, jak je stanoveno v této Smlouvé. Podle
vhodnosti byly urcité z nasledujicich definic
koncipovany podle trojstranné smérnice E2D
Mezinarodni konference pro harmonizaci o
poregistracnim fizeni bezpe¢nostnich dat.

1.1 ,NEZADOUCI PRIHODA“ NEBOLI
"AE\\
Nezadouci prihoda je jakakoliv nepfizniva

zdravotni udalost u pacienta nebo subjektu
klinické studie, kterému byl podan lécivy
pfipravek, jeZ nemusi nezbytné vykazovat
kauzalni souvislost s touto léCbou. Nezadouci
pfihodou mlze byt tudiZ jakakoliv nepfizniva a
nezamysSlena znamka (napf. abnormalni
laboratorni nalez), pfiznak nebo onemocnéni,
které z Casového hlediska souvisi s pouzitim
|éCivého pripravku, bez ohledu na to, zda je

povazovano za souvisejici stimto [éCivym
pripravkem, ci nikoliv.
1.2 ,NEZADOUCi UCINEK" NEBOLI

~ADR"

~Vveskeré skodlivé a nezamyslené odpovédi na
IéCivy pripravek souvisejici s libovolnou davkou.™
Obrat ,odpovédi na lécivy pripravek" znadi, ze
kauzalni souvislost mezi léCivym pripravkem a
nezadouci pfihodou se nabizi pfinejmensim jako
pfiméfenda moznost (tj. tento vztah nelze
vyloucit).

1.3 DEFINICE KAUZALITY

Pro Gcely vymény bezpeCnostnich dat a
regulacnich hlaseni se uplatiuji nasledujici
definice kauzality:

AE se povazuje za souvisejici s ,hodnocenym
léCivym pripravkem (,IMP")", jestlize hlavni
zkousejici, jim povérena osoba nebo zadavatel
vyhodnoti, Ze existuje pfiméfena kauzalni
souvislost, zakladajici se na faktech a dlikazech,
mezi IMP a danou AE.

1.4 ,HLAVNi BEZPECNOSTNI
INFORMACE PRO VYVOJ" NEBOLI
,DCSI"

Dokument vyzadovany vramci klinického

hodnoceni nového hodnoceného pfipravku,
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safety information that should appear on the drug’s
labeling.

1.5 "EXPECTED"
The nature and severity of an event, associated with
the use of an IMP, which is consistent with the
applicable reference safety information (e.g.,
Investigator's Brochure or Development Core Safety
Information for an unapproved IMP).

1.6 "FINAL CLINICAL STUDY REPORT"
A document prepared by the clinical trial Sponsor that
is submitted to regulatory authorities at the
conclusion of a clinical trial. The document
summarizes the study objectives and results,
including safety findings.

1.7 "INTERVENTIONAL/INVESTIGATIONAL
TRIAL"

An investigation in human subjects intended to
discover or verify the clinical, pharmacological and/or
other pharmacodynamic effects of one or more test
articles, and/or to identify any AEs to one or more test
articles(s), and/or to study absorption, distribution,
metabolism and elimination of one or more test
article(s) with the objective of ascertaining its (their)
safety and/or efficacy. This includes clinical trials
carried out in either one site or multiple sites, whether
in one country or more than one country.

1.8 "INVESTIGATIONAL
PRODUCT"

A pharmaceutical form of an active ingredient or
placebo being tested or used as a reference in a
clinical trial, including a product with a marketing
authorization when used or assembled (formulated or
packaged) in a way different from the approved form,
or when used for an unapproved indication, or when
used to gain further information about an approved
use.

MEDICINAL

1.9 "INVESTIGATOR BROCHURE" OR "IB"
A document, required in a clinical trial of an
investigational new drug, which contains both clinical
and non-clinical data pertaining to the drug. The
document must contain, among other things: (i) a
description of the drug substance and formulation, (ii)

ktery obsahuje hlavni bezpec¢nostni informace,
jez by se mély objevit na oznaceni pfipravku.

1.5 ,PREDPOKLADANY"
Charakter a zavaznost pfihody spojené
s pouzitim IMP, jez jsou ve shodé s platnymi
referencnimi informacemi o bezpecnosti (napf.
Soubor informaci pro zkousejiciho nebo Hlavni
bezpecnostni informace pro vyvoj v pfipadé
neschvaleného IMP).

1.6 ,ZAVERECNA ZPRAVA O KLINICKE
STUDII"
Dokument zpracovany zadavatelem klinického
hodnoceni, ktery se pfi dokonceni klinického
hodnoceni predklada regula¢nim Gfad@m. Tento
dokument obsahuje shrnuti cili a vysledkd
studie vCetné zjisténi tykajicich se bezpecnosti.
1.7 ,INTERVENCNI KLINICKE
HODNOCENI"
Hodnoceni provadéné u lidskych subjektd, jehoz
UCelem je objevit nebo ovéfit klinické,
farmakologické a/nebo jiné farmakodynamické
Gcinky jednoho nebo vice hodnocenych
produktl a/nebo identifikovat pfipadné AE
jednoho nebo vice hodnocenych produktt
a/nebo studovat absorpci, distribuci,
metabolismus a eliminaci jednoho nebo vice
hodnocenych produktd s cilem ozfejmit jeho Ci
jejich bezpecnost a/nebo Gcinnost. Sem spadaiji
i klinickd hodnoceni provadéna na jednom nebo
vice pracovistich, v jedné zemi ¢i ve vice nez
v jedné zemi.
1.8 ,HODNOCENY LECIVY
PRIPRAVEK"
Lékova forma ucinné latky nebo placeba, které
se hodnoti nebo pouzivaji jako referencni
v klinickém hodnoceni, vCetné jiz registrovaného
pfipravku, pokud je tento pouZivdn nebo
sestaven (pfipraven nebo balen) zplsobem
odlisnym od registrované formy nebo je-li pouZit
pro neregistrovanou indikaci, pfipadné je-li
pouzit k ziskani dopliujicich informaci o
registrovaném pouziti.

1.9 ,SOUBOR INFORMACI
ZKOUSEJICIHO" NEBOLI ,IB"
Dokument vyzadovany vramci klinického
hodnoceni nového hodnoceného pripravku,
ktery obsahuje klinicka i neklinicka data tykajici
se daného prfipravku. Tento dokument musi

PRO
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a summary of the pharmacological and toxicological
effects, (iii) a summary of information relating to its
safety and efficacy in humans, and (iv) a description
of possible risks and adverse reactions to be
anticipated, and the precautions or special monitoring
that the principal investigator should take.

1.10 "INDIVIDUAL CASE SAFETY REPORT"
OR "ICSR"
A document that provides the most complete
information related to an individual case at a certain
point of time. For purposes of this Exhibit, an ICSR
shall be defined to include Pregnancy Exposure
Reports and Follow-up Reports (as those phrases are
defined below). Unless otherwise specified in this
Exhibit, each ICSR shall contain, at a minimum, the
following information:
e Event reference number;
e Protocol name and number;
e Principal investigator contact information;
e Specific patient identifiers (e.g., initials,
patient number, date of birth or age, or
gender);
The name of the suspect IMP;
The date(s) and dosage(s) of exposure;
Event;
Date(s) of event;
Country of event;
"Serious" Criteria;
Relationship/causality of IMP;
Hospitalization history for the event;
Event status/outcome;
Relevant history (including diagnostics,
laboratory values, radiographs, concomitant
medications, and event treatment); and
¢ Narrative summary.

1.11 "SERIOUS ADVERSE EVENT" OR "SAE"
Any untoward medical occurrence that, at any dose:

e Results in death;

e Is life-threatening (provided, however, that
the term 'life-threatening' refers to an event
in which the subject was at risk of death at
the time of the event; it does not refer to an
event that hypothetically might have caused
death, if it was more severe);

mimo jiné obsahovat: (i) popis lécivé latky a
formulace, (ii) shrnuti farmakologickych a
toxikologickych ucinkd, (iii) shrnuti informaci
tykajicich se jeho bezpecnosti a GcCinnosti u
Clovéka a (iv) popis moznych rizik a nezadoucich
Ucink@, které Ize predpokladat, a preventivnich
opatfeni nebo zvlastniho sledovani, které by mél
hlavni zkousejici uplatfiovat.

1.10 ,HLASENI  INDIVIDUALNiCH
BEZPECNOSTNICH PRIPADO"
NEBOLI , ICSR"

Dokument, ktery obsahuje nejuplnéjsi informace
o individudlnim pfipadu v urcitém okamziku. Pro
Ucely tohoto dodatku zahrnuje ICSR hlaseni o
expozici v téhotenstvi a hlaseni z nasledného
sledovani (tak, jak je oboji definovano nize).
Neni-li v tomto dodatku uvedeno jinak, musi
kazdé hlaseni ICSR obsahovat minimalné
nasledujici informace:

o referencni Cislo prihody,

e nazev a Cislo protokoluy,

¢ kontaktni udaje hlavniho zkousejiciho,

¢ identifikacni daje o konkrétnim pacientovi
(napf. inicidly, Ccislo pacienta, datum
narozeni nebo vék, pripadné pohlavi),

e nazev podezrelého IMP,

e datum (data) a davka (davky), které
(kterym) byl pacient vystaven,

e piihoda,

o datum (data) pfihody,

e zemé, v niz k pfihodé doslo,

e ,zavaznad" kritéria,

e souvislost / kauzalita vzhledem k IMP,

e prlbéh hospitalizace v disledku ptihody,

e status / vysledek pfihody,

e relevantni anamnéza (v¢etné diagnostiky,

laboratornich hodnot, radiografd,
soubézné uZivanych lékd a 1éCby prihody),
e slovni shrnuti.

1.11 ,ZAVAZNA NEZADOUCI PRIHODA"
NEBOLI , SAE"
Jakakoliv nepfizniva zdravotni udalost, ktera
v libovolné davce:
e vede k Gmrti,
e je Zivot ohroZujici (ovSem za predpokladu,
Ze se vyraz ,Zivot ohrozujic® vztahuje
k pfihodé, pfi niz byl subjekt vystaven
riziku umrti v Case vyskytu dané prihody,
nevztahuje se k pfihodé, ktera mohla
hypoteticky zpdsobit umrti, pokud by byla
zavaznéjsi),
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Requires inpatient hospitalization or the
prolongation of existing hospitalization,
unless the hospitalization is for routine
treatment or monitoring of the studied
indication;

Results in persistent or significant disability or
incapacity (i.e., a substantial disruption of a
person's ability to conduct normal life
functions; it does not refer to experiences of
relatively minor medical significance such as
uncomplicated headache, nausea, vomiting,
diarrhea, influenza, and accidental trauma
(e.g., sprained ankle) which may interfere
with or prevent everyday life functions, but
that do not constitute a substantial
disruption);

Is a congenital anomaly or birth defect; or
Is a medically significant event (i.e., an event
that may not be immediately life-threatening
or result in death or hospitalization but may
jeopardize the subject or may require medical
or surgical intervention to prevent one of the
other outcomes listed in the above definition.
Examples of such events are invasive or
malignant cancers, intensive treatment in an
emergency room or at home for allergic
bronchospasm, blood dyscrasias or
convulsions in a person who has never before
had seizure activity, but that do not result in
hospitalization, or the development of drug
dependency or drug abuse).

vyZaduje hospitalizaci pacienta nebo
prodlouzeni stavajici hospitalizace, pokud
ovSsem Ucelem dané hospitalizace neni
rutinni 1é¢ba nebo sledovani hodnocené
indikace,

vede k pretrvavajici nebo vyznamné
invaliditt = nebo  neschopnosti  (&j.
podstatnému naruseni schopnosti ¢lovéka
plnit normalni funkce kazdodenniho
Zivota; netykd se skuteCnosti relativné
mensi zdravotni vyznamnosti, jako je
nekomplikovana bolest hlavy, nauzes,
zvraceni, prljem, chfipka a nahodilé
poranéni (napf. podvrtnuty kotnik), které
mohou narusovat nebo znemoZhovat
plnéni  funkci kazdodenniho Zivota,
nepredstavuji ale podstatné naruseni),
jednd se o vrozenou anomalii nebo
vrozenou vadu nebo

jednd se o pithodu vyznamnou
z lékarského hlediska (tj. pfihodu, ktera
nemusi byt bezprostfedné Zivot ohrozujici
Ci vést k Umrti nebo hospitalizaci, mize ale
subjekt ohroZovat nebo si mize vyzadovat
lékarsky nebo chirurgicky zakrok, aby se
zabranilo nékterému z vysledkd
uvedenych v definici vySe. Jako priklady
takovych ptihod Ize uvést invazivni nebo
maligni nadorové onemocnéni, intenzivni
lécbu na pohotovosti nebo doma z dlivodu
bronchospasmu pti alergii, dyskrazie krve
nebo kiece u Clovéka, ktery nikdy dfive
nevykazoval zachvatovou aktivitu, které
ale nevedou k hospitalizaci, pfipadné vyvoj
lékové zavislosti nebo zneuzivani |éCivého
pripravku.

1.12 "SERIOUS ADVERSE DRUG REACTION 1.12 ,ZAVAZNY NEZADOUCI UCINEK
(SADR)" (SADR)"
A Serious Adverse Drug Reaction (SADR) is a Serious Zavazny nezadouci Ucinek (SADR) je zavazna
Adverse Event where the principal investigator neZadouci ptihoda, u které hlavni zkousejici na
determines there is a reasonable possibility of a zakladé faktd a ddkazl stanovi, Ze existuje
causal relationship, based on facts and evidence, pfiméfena moznost kauzalni souvislosti mezi
between the IMP and the AE. prislusnym IMP a AE.

1.13 ,PODEZRENI NA NEOCEKAVANY
ADVERSE REACTION" OR "SUSAR" ZAVAZNY NEZADOUCI UCINEK"

A Serious ADR that is Unexpected (as defined herein). NEBOLI ,,SUSAR"

For regulatory reporting purposes, an event of Zavazny ADR, ktery je neocekavany (jak je zde

"Death, Cause Unknown" from the Study shall be definovano). Pro Ucely hlaseni regulacnim

processed as a SUSAR. organlim se jako SUSAR zpracovava pfihoda

Lumrti, pficina neznama" ze studie.

1.13 "SUSPECTED UNEXPECTED SERIOUS
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1.14 "STANDARD OPERATING PROCEDURE"
OR "SOP"
Detailed written instructions to achieve uniformity of
the performance of a specific function.

1.15 "UNEXPECTED"

The nature and severity of an event associated with
a medicinal product, which is not consistent with the
applicable reference safety information (e.g., IB or
DCSI) for an unapproved investigational product
administered under the protocol. An event that is
more specific or more severe than the appropriate
term in the reference document shall be regarded as
'unexpected'.

2. SAFETY DATABASE

Company will maintain the global safety database for
the IMP. The parties shall maintain their respective
safety data in validated computer systems that
comply with Applicable Laws and shall code SAEs
according to the MedDRA terminology. Sponsor will
endeavor to use the same version of MedDRA as
Company.

3. DATA COLLECTION AND PROCESSING

3.1 Collection of Adverse Event, Preghancy
and Lactation Reports

Sponsor shall be responsible for collecting all SAEs
and Pregnancy and Lactation Exposure Reports
arising out of the Study and it will exercise
commercially reasonable due diligence to obtain
follow-up information on incomplete SAE or
Pregnancy and Lactation Exposure Reports. In the
event that Company requires clarification or further
information on individual SAE or Pregnancy and
Lactation Exposure Reports originating from the
Study, Company will not contact non-party
investigators directly, but will route all such inquiries
through  Sponsor for forwarding to such
investigator(s). Sponsor will be responsible to ensure
such inquiries are completed and timely provided to
Company.

3.2 Processing and Evaluation of Event
Reports

Sponsor shall process and classify all SAEs and

Pregnancy and Lactation Exposure Reports for the

1.14 ,STANDARDNI OPERACNI
POSTUP" NEBOLI ,SOP"
Podrobné  pisemné  pokyny

jednotnosti provadéni urcité funkce.

k dosazeni

1.15 ,NEOCEKAVANY"

Charakter a zavaZnost ptihody souvisejici
suréitym léCivym pripravkem, které u
neregistrovaného  hodnoceného  pripravku

podavaného podle protokolu nejsou v souladu
s platnymi referencnimi bezpecnostnimi
informacemi (napf. IB nebo DCSI). Pfihoda,
prislusny  vyraz v daném referencnim
dokumentu, se povazuje za ,neoCekavanou®.

2. BEZPECNOSTNI DATABAZE

Spolecnost bude udrZovat globalni bezpecnostni
databazi pro dany IMP. Smluvni strany budou
uchovavat sva prislusna bezpeCnostni data ve

validovanych pocitacovych systémech
spliujicich  pozadavky platnych  pravnich
predpisG a budou SAE kddovat podle

terminologie MedDRA. Zadavatel se vynasnazi
pouzivat stejnou verzi MedDRA jako spole¢nost.

3. SBER A ZPRACOVANI DAT

3.1 Sbér hlaseni nezadoucich pfihod,
téhotenstvi a kojeni

Zadavatel bude zodpovidat za sbér vSech SAE a
hlaseni téhotenstvi a expozice pfi kojeni, ktera
vyplynou ze studie, a pfi ziskavani informaci ze
sledovani u nelplnych SAE nebo hlaseni
téhotenstvi a expozice pfi kojeni bude
uplatfovat komeréné pfimérenou nalezitou
peclivost. V pfipadé, Ze SpoleCnost bude
pozadovat objasnéni nebo dalsi informace
ohledné jednotlivé SAE nebo hlaseni téhotenstvi
a expozice pri kojeni vyplyvajicich ze Studie,
nebude pfimo kontaktovat zkousejici, ktefi
nejsou smluvnimi stranami, nybrz vSechny
takové pozadavky bude smérovat pres
Zadavatele, ktery je postoupi pFislusSnym
zkousSejicim. Za zajisténi toho, aby byly dané
pozadavky splnény a vCas predany Spolecnosti,
bude zodpovidat Zadavatel.

3.2 Zpracovani a vyhodnoceni hlaseni
o prihodach

Zadavatel bude zpracovavat a klasifikovat

vSechny SAE a hlaseni téhotenstvi a expozice pfi
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Study according to the Study Protocol and Sponsor’s
applicable SOPs; provided, however, that to the
extent the SOPs conflict with the Protocol in this
regard, the terms of the Protocol shall control such
processing and classification.

If there is any doubt whether information constitutes
an SAE, Sponsor shall treat the information as an SAE
and shall forward it to Company according to the
timeframes provided in this Exhibit. Additionally, the
seriousness status of the event shall be assessed
according to the definitions found in this Exhibit.
Should the Company receive an event that does not
include a causality assessment, the Company will
assume positive causality.

3.3 Follow-Up Reports
Additional information should be sought on initial
and/or follow-up SAE reports and Pregnancy and
Lactation Exposure Reports with incomplete
information. The information obtained from the
report source should be sufficient to provide a true
and comprehensive description and medical
confirmation of the SAE or pregnancy or lactation
exposure as it is understood at the time of follow-up.
If available, follow-up information should include a
summary of the relevant critical data found in medical
records (e.g., discharge summaries, lot numbers,
relevant laboratory and scan data, and autopsy
reports as applicable).
Sponsor shall be responsible for obtaining follow-up
information for the SAEs occurring in this Study
(including attempts to obtain medical confirmation),
and shall demonstrate diligence in attempting to
obtain such information by, among other things,
maintaining written records of such attempts.
Sponsor shall forward all follow-up information to
Company within the same timeframes that it is
required to provide initial reports, pursuant to the
section regarding AE Data Provisions. The notification
of subsequent follow-up information on the same
case should reflect the same Sponsor’s unique case
number.

4. AE DATA PROVISION

Sponsor shall provide Company with all SUSARs and
Pregnancy and Lactation Exposure Reports generated
from the Study. To avoid misinterpretation, all
SUSARs reports provided must clearly indicate the
reported AE terms, seriousness criterion, reported

kojeni tykajici se dané Studie v souladu
s Protokolem studie a platnymi SOP Zadavatele,
ovSem za predpokladu, Ze v mife, v jaké jsou
dané SOP vtomto ohledu s Protokolem
v rozporu, je pro takové zpracovani a klasifikaci
urcujici Protokol.

Pokud vzniknou pochybnosti o tom, zda urdita
informace predstavuje SAE, bude Zadavatel
s danou informaci zachazet jako se SAE a preda
ji Spolecnosti v souladu s ¢asovymi |h{tami
uvedenymi v tomto Dodatku. Zavaznost pfihody
se bude dodatecné posuzovat podle definic
uvedenych v tomto Dodatku.

Pokud Spole¢nost obdrzi informaci o pfihodég,
jejiz soucasti nebude posouzeni kauzality, bude
Spolecnost predpokladat kladnou kauzalitu.

3.3 Nasledna hlaseni
K pocatecnim a/nebo naslednym hlasenim SAE a
hlasenim téhotenstvi a expozice pfi kojeni, ktera
obsahuiji neliplné informace, je tfeba dohledavat
dalsi informace. Informace ziskané od zdroje
hlaseni by mély byt dostatecné na to, aby
poskytly pravdivy a vyCerpavajici popis a
|ékarské potvrzeni SAE nebo téhotenstvi nebo
expozice pfi kojeni tak, jak je dané hlaseni
chapano v ¢ase nasledného sledovani. Soucasti
naslednych informaci, jsou-li k dispozici, by mélo
byt shrnuti relevantnich  kritickych  dat
uvedenych ve zdravotnické dokumentaci (napf.
souhrn pfi propusténi, Cisla Sarzi, relevantni
laboratorni data a skeny, dale pitevni zpravy
podle vhodnosti).
Za ziskani naslednych informaci k SAE, k nimz
v této Studii dojde, zodpovida Zadavatel (véetné
pokust o ziskani lékafského potvrzeni), ktery
rovnéz prokaze peclivost ve snaze takové
informace  ziskat, mimo jiné udrzovanim
pisemnych zaznami o prislusnych pokusech.
Zadavatel preda veskeré nasledné informace
Spolecnosti béhem stejnych ¢asovych Ihiit, které
jsou pozadovany pro poskytnuti pocatecnich
hlaseni v souladu s odstavcem o poskytovani dat
0 AE. Soucasti sdéleni navazujicich naslednych
informaci ke stejnému pfipadu ma byt stejné
jedinecné Cislo pfipadu Zadavatele.

4. POSKYTOVANI DAT O AE

Zadavatel bude SpoleCnosti predavat vSechny
SUSAR a hlaseni téhotenstvi a expozice pri
kojeni, ktera ze Studie vzejdou. Aby se zabranilo
nespravnému vykladu: ve vSech predanych
hlasenich SUSAR musi byt jasné uveden popis
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assessment of causality and Sponsor assessment of
causality (if different). All SUSARs will also have a
causality statement(s) as defined by Sponsor’s SOPs.
Sponsor shall use CIOMS or MedWatch (or
equivalent) forms to communicate ICSRs to
Company. All ICSRs and related information (source
documents or electronic file, Medwatch or CIOMS
forms) shall have a Sponsor’s unique case number
allocated to it and it shall be clearly marked as an
initial or follow-up report when forwarded to
Company. In addition, Sponsor’s initial received date,
the Company internal study reference number, and
the name of the IMP shall be clearly identified on the
reports. Company shall supply Sponsor with an
appropriate "cover sheet" that is to be fully completed
and accompany all ICSRs transmitted to Company by
e-mail or facsimile.

ICSRs will be transmitted by Sponsor either via E2B
or by facsimile or email by following the procedure
described hereunder. Notwithstanding the foregoing,
if Sponsor is not submitting the foregoing reports via
E2B, it shall submit them by facsimile unless Sponsor
has established a secured transmission method (such
as a virtual private network) that enables it to
transmit such e-mail communications to Company in
a secured environment.

Company shall have the right to periodically reconcile
ICSRs generated during the course of the Study, and
Sponsor will support such reconciliation in good faith.
Further, Sponsor shall support reconciliation of all
ICSRs at the end of the Study at @ minimum.

Should Sponsor receive a report where the event is
related ONLY to Company’s marketed product(s) that
are not the designated drug being studied, then
Sponsor will report this case to the competent
authority in the Member State where the reaction
occurred or to the Company, but not to both to avoid
duplicate reporting.

a. SUSARs
When Sponsor receives a SUSAR, it shall transmit the
final CIOMS report of that event to Company within
twenty four (24) hours of submitting that report
to the applicable regulatory authority.

hlasené AE, kritérium zavaznosti, hlasené
posouzeni kauzality a Zadavatelovo posouzeni
kauzality (pokud se lisi). U vSech SUSAR bude
(budou) také prohlaseni o kauzalité dle definice
v SOP Zadavatele.

Zadavatel bude pii sdélovani ICSR Spolecnosti
pouZivat formulafe CIOMS nebo MedWatch
(nebo ekvivalentni). Ke vSem ICSR a
souvisejicim informacim (zdrojové dokumenty
nebo elektronicky soubor, formulafe Medwatch
nebo CIOMS) bude pfifazeno jedinecné Cdislo
pfipadu Zadavatele a pfislusné informace budou
pfi jejich predani Spolecnosti jasné oznaceny
jako pocatecni nebo nasledné hlaseni. Dale bude
na hlasenich jasné uvedeno pocatecni datum
obdrzeni Zadavatelem, interni referencni cislo
Studie Spolecnosti a nazev IMP. Spolecnost
Zadavateli doda pfislusny ,privodni list", ktery
bude tfeba kompletné vyplnit a pfilozit jej ke
véem ICSR predavanym SpoleCnosti e-mailem
nebo faxem.

ICSR bude Zadavatel predavat bud
prosttednictvim E2B, nebo faxem ¢i e-mailem, a
to dle nize popsaného postupu. Nehledé na vyse
uvedené plati, ze pokud Zadavatel zmifovana
hlaseni nebude predavat prostfednictvim E2B,
budou tato predana faxem, paklize Zadavatel
nezavedl metodu zabezpeceného prenosu
(napiiklad pres virtualni privatni sit), ktera
umoznuje predani pfislusnych e-mailovych zprav
Spolecnosti v zabezpeceném prostiedi.
SpoleCnost méa pravo periodicky provadét
rekonciliaci hlaseni ICSR vytvorenych v pribéhu
Studie a Zadavatel zajisti pro dané slad’ovani
podporu v dobré vite. Dale Zadavatel zajisti
podporu pro sladovani vSech hlaseni ICSR,
minimalné na konci Studie.

Pokud Zadavatel obdrzi hlaseni, kdy se dana
pfihoda tykd POUZE pripravkd, jeZz Spole¢nost
doddvd na trh, které ale nepredstavuji
hodnoceny pripravek, ohlds/ Zadavatel tento
pfipad bud’ pfislusnému uradu v clenském state,
kde k ucinku doslo, nebo Spolecnosti, nikoliv ale
uradu a Spolecnosti zaroveri, aby se zamezilo
duplicitnimu hidseni.

a. SUSAR
Kdyz Zadavatel obdrzi zpravu o SUSAR, preda
finalni hlaseni CIOMS o dané pfihodé Spolecnosti
do dvaceti ¢tyr (24) hodin od predani dané
zpravy prislusnému regulacnimu Uradu.
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b. Pregnancy Exposure Reports and
Lactation Reports

Sponsor shall inform Company of any pregnancy
occurring and/or existing during exposure to the IMP
and potential infant exposure within ten (10)
calendar days of Sponsor awareness. Company may
in accordance with local data privacy laws request the
Subject's physician’s contact information in order to
follow-up the pregnancy until birth outcome.
Sponsor shall provide Company with all reasonably
requested information (within the timeframe
requested by Company) to enable Company to
evaluate and submit complete single case and
aggregate safety reports to regulatory agencies
according to regulatory reporting requirements, and
otherwise comply with Applicable Law.

C. Electronic Data Exchange (ICH E2B)
When technically and operationally feasible,
electronic data exchange using the ICH E2B Guidance
and using MI/M2 Standards shall be implemented by
Sponsor as soon as it is able to transmit and receive
safety data by that means. Until such time, the parties
shall exchange between themselves all defined safety
data, by facsimile or e-mail. Notwithstanding anything
else in this Exhibit to the contrary, as soon as it
becomes apparent to either party that an average of
more than five hundred (500) individual fax
transmissions will be generated from the Study each
year, Company may request Sponsor to immediately
take all necessary steps to ensure that it can begin
transmitting and receiving safety data via ICH E2B
Guidance at the earliest opportunity, if it is not
already doing so at that time.

5. REGULATORY REPORTING

INVESTIGATOR NOTIFICATION
Sponsor shall be solely responsible for submitting all
required reports from the Study to regulatory
authorities, to which Sponsor has regulatory reporting
responsibilities for the Study, according to Applicable
Laws. Additionally, Sponsor is responsible for
notifying its investigators, ethics committees,
investigational review boards, and health authorities

AND

b. Hlaseni téhotenstvi a expozice pfri
kojeni

Zadavatel bude Spolecnost informovat o
pfipadném  téhotenstvi, vzniklém a/nebo
probihajicim béhem expozice IMP, a o
potencidlni expozici kojence do deseti (10)
kalendarnich dnli od okamziku, kdy se o této
skutecnosti dozvi. V souladu s mistnimi zakony o
ochrané osobnich Gdaji si mlze Spolecnost
vyzadat kontaktni Udaje lékafe Subjektu za
UCelem sledovani téhotenstvi az do vysledku
porodu.
Zadavatel poskytne SpoleCnosti  vSechny
pfiméfené pozadované informace (do casové
Ihty poZadované Spolecnosti), aby mohla
Spolecnost vyhodnotit a podat kompletni zpravu
o daném jednotlivém pfipadu a souhrnné
bezpecnosti zpravy regulacnim organim dle
pozadavkl na hlaseni regulatnim organlm a
jinak splnit pozadavky platnych zakond.

c. Vyména elektronickych dat (ICH
E2B)

Bude-li to technicky a provozné realizovatelné,
zavede Zadavatel vyménu elektronickych dat
s vyuzitim pokynu ICH E2B a na zakladé
standardd MI/M2 ihned, jakmile bude schopen
pomoci danych prostiedkl pfedavat a pfijimat
bezpecnostni data. Do této doby si budou
smluvni strany vyménovat mezi sebou vSechna
definovana bezpecnostni data faxem nebo e-
mailem. Nehledé na jakoukoliv jinou formulaci
vtomto Dodatku, kterda by byla svyse
uvedenym v rozporu, plati, Ze jakmile bude
kterékoliv smluvni strané zfejmé, ze ze Studie
kazdorocné vzejde vice nez pét set (500)
jednotlivych faxovych pfenosti, mlize Spolecnost
od Zadavatele pozadovat, aby ihned podnikl
vSechny nezbytné kroky k zajiSténi toho, aby
pfijimat bezpecnostni data dle pokynu ICH E2B,
pokud tak jiz nebude v dané dobé Cinit.

5. HLASENI REGULACNIM ORGANOM A
OZNAMENI ZKOUSEJICIM
Za podavani vSech pozadovanych zprav ze
Studie regulatnim Ufadim, va¢ nimz ma
Zadavatel povinnost hlaseni pro Ucely Studie
vsouladu splatnymi  pravnimi  predpisy,
zodpovida vyhradné Zadavatel. Dale Zadavatel
zodpovida za to, ze bude svym zkousejicim,
etickym komisim, institucionalnim hodnoticim
komisim a zdravotnim Gfaddm oznamovat
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of all expedited safety submissions for the Study
according to local regulations.

6. PHARMACOVIGILANCE

6.1 Regulatory Authority Safety Queries

Sponsor shall inform Company’s regulatory
representative, of any and all regulatory authority
safety queries that involve the IMP and require a
written response (hereinafter, "Regulatory Safety
Query(ies)"), within four (4) calendar days of
receiving such queries.
The party receiving a Regulatory Safety Query shall
be responsible for responding to it (hereinafter, the
"Responding Party"). Notwithstanding that, each
party shall provide reasonable assistance and any
safety data in its possession to the Responding Party
as requested to do so. Sponsor shall provide a copy
of its draft response to Company for review and
comment. Comments to that draft response shall be
provided as soon as reasonable given the context of
the response deadline imposed by the regulatory
authority or requestor or, if not explicitly stated, the
expectations for response deadline interpreted by
Sponsor.

6.2 Specific Safety Measures

The Sponsor shall notify the Company within five (5)
business days, of any actions relating to safety of
the IMP taken either by the Sponsor or by a
designated regulatory authority for their respective
studies (such as, for example, changes to a Study
conduct, a restriction on distribution or clinical holds).
If specific safety actions are needed, each party shall
advise and coordinate the implementation of such
actions. The Company shall notify the Sponsor upon
completion of a specific safety measure, as
appropriate.

7. PREPARATION AND SUBMISSION OF
AGGREGATE REPORTS
7.1 Periodic Reports
Sponsor shall prepare and send to the Company any
and all periodic safety reports required for the Study

vSechna bezpecnostni podani podiéhajici hlaseni
dle legislativy pro ucely Studie v souladu
s mistnimi predpisy.

6. FARMAKOVIGILANCE

6.1 Dotazy regulacnich ufadl ohledné
bezpecnosti

Zadavatel bude Zastupce SpoleCnosti pro
regulacni zdlezitosti informovat o vSech
dotazech regulacnich Uradd ohledné

bezpecnosti, které se budou tykat IMP a budou
vyZadovat pisemnou odpovéd’ (dale jen ,,dotazy
regulacnich aradl ohledné bezpecnosti"),
do ctyf (4) kalendafnich dnli od jejich
obdrzeni.

Za reagovani na dotaz regulacniho Ufadu
ohledné bezpecnosti bude zodpovidat smluvni
strana, ktera tento dotaz obdrzela (dale jen
Jreagujici smluvni strana"). Nehledé na vyse
uvedené poskytne kazda ze smluvnich stran
pfiméfenou pomoc a piipadna bezpecnostni
data, kterad bude mit v drzeni, reagujici smluvni
strané tak, jak o to bude pozadana. Zadavatel
predd kopii navrhu odpovédi Spolecnosti
k posouzeni a opoznamkovani. Poznamky
k navrhu odpovédi budou poskytnuty co
nejdfive, jak to bude pfiméfené mozné
v souvislosti s terminem pro dodani odpovédi
ulozenym regulacnim Gradem nebo zadajici
stranou nebo, nebude-li tento termin vyslovné
uveden, podle ocCekavani ohledné terminu pro
odpovéd' tak, jak si jej vyloZi Zadavatel.

6.2 Specificka bezpecnostni opatreni
Zadavatel spoleCnosti oznami do péti (5)
pracovnich dnd pfipadné kroky tykajici se
bezpecnosti IMP, které podnikne bud’ on sam,
nebo uréeny regulaéni Urad, v souvislosti s jeho
prislusnymi studiemi (jde napfiklad o zmény
provadéni studie, omezeni distribuce nebo
zadrzeni klinickych zasob). Pokud budou
potfebné specifické bezpecnostni kroky, kazda
smluvni strana na né upozorni a bude
koordinovat jejich zavedeni. Spolec¢nost oznami
zadavateli dokonceni specifického
bezpecnostniho opatfeni, podle vhodnosti.

7. ZPRACOVANI A PODAVANi
SOUHRNNYCH HLASENI

7.1 Periodicka hlaseni
Zadavatel bude zpracovavat a zasilat Spolecnosti
veskera periodickda  bezpecnostni  hlaseni
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by Applicable Law. Additionally, Sponsor shall submit
all such reports to clinical trial investigators,
regulatory authorities, and ethics committees
(hereinafter, "Required Recipients") as is required
by Applicable Law. Sponsor will provide Company
with a final submission copy of each such report upon
its submission to Required Recipients.

In the event that Sponsor is not required by
Applicable Law to submit a periodic report for the
Study in a given calendar year, Sponsor nonetheless
shall prepare, and submit to Company by the end of
that calendar year, an annual safety update for the
Study that would contain all of the information
customarily contained in a periodic report, including
but not limited to all SAEs, events of interest, ad hoc
reports following safety signals that have impacted
Study conduct, and other such safety information.
Upon request, Sponsor shall provide Company with
any and all information in its possession that
Company deems to be reasonably necessary for
Company’s preparation of a periodic report
concerning the IMP in compliance with its own
regulatory reporting obligations.

7.2 Final Clinical Study Report

Sponsor shall provide Company with a final
submission copy of the final clinical Study Report no
later than one (1) calendar year after Study
completion. The report shall include all AEs generated
by the Study, irrespective of whether the AEs are
serious or non-serious, and a causality assessment for
each AE, regardless of whether the AE is related to
the IMP.

8. UNBLINDING

Where Study is a blinded study, treatment
assignment for SUSARs will be unblinded at the time
of regulatory reporting except in countries/regions
where unblinding is not permitted. If treatment
assignment is provided to a regulatory agency for
SUSAR reporting, the treatment assignment will also
be disclosed to Company. Otherwise, Sponsor shall be
solely responsible for determining whether to open
(break) the code for any specific Study Subject. The
principal investigator may also unblind an individual
Subject if this is considered necessary to materially
alter the management of an AE. When the Study has

pozadovana pro Ucely Studie podle platnych
zakond. Dale bude Zadavatel predavat vsechna
takova hlaseni zkousejicim podilejicim se na
Studii, regulaénim Ufad@im a etickym komisim
(dale jen ,vyzadovani pFijemci") tak, jak je
pozadovano podle platnych zakond. Zadavatel
preda Spolec¢nosti kopii finalniho podani kazdého
daného hlaseni poté, az dané hlaseni preda
vyZadovanym prijemcim.

V pfipadé, Ze podle platnych zakonl neni
Zadavatel v daném kalendafnim roce povinen
podavat ke Studii periodické hlaseni, do konce
daného kalendarniho roku i pfesto zpracuje a

SpoleCnosti  prfedd  vyrocni  bezpeclnostni
aktualizaci ke Studii, kterd bude obsahovat
vSechny  informace  obvykle  obsazené

v periodickém hlaseni, mimo jiné vcéetné vsech
SAE, prihod, jeZ jsou predmétem zajmu, ad hoc
hlaseni na zakladé bezpecnostnich signall, které
mély dopad na provadeéni Studie, a vSech dalSich
takovych bezpecnostnich informaci.

Na vyzadani poskytne Zadavatel spolecnosti
veskeré informace, které bude mit v drzeni a
které bude Spole¢nost povaZzovat za pfimérené
nezbytné ktomu, aby mohla zpracovat
periodické hlaseni o IMP v souladu se svymi
vlastnimi  povinnostmi na podavani hlaseni
regulacnim organim.

7.2 Zavérecna zprava o klinické studii
Zadavatel poskytne Spolecnosti kopii finalniho
podani zavérecné zpravy o klinické studii, a to
nejpozdéji do jednoho (1) kalendafniho
roku od dokonceni Studie. Tato zprava bude
obsahovat vSechny AE vzniklé v ramci Studie,
bez ohledu na to, zda se jedna o zavazné nebo
nezavazné AE, a dale posouzeni kauzality ke
kazdé AE, bez ohledu na to, zda se dana AE tyka
IMP, ¢i nikoliv.

8. ODSLEPENi

Pokud se jedna o zaslepenou studii, v okamziku
hlaseni regulanim organlm bude pfi SUSAR
odslepena prifazena lécba, pokud se nejedna o
zemé / regiony, kde odslepeni neni povoleno.
Pokud bude pfi hlaseni SUSAR regula¢nimu
organu sdélena informace o pfifazeni 1écby,
bude tato informace rovnéz predana
Spolecnosti. V opacném pripadé zodpovida za
urceni toho, zda se u konkrétniho Subjektu
Studie ma odkryt kéd, vyhradné Zadavatel.
Odslepeni mlze u jednotlivého Subjektu provést
také hlavni zkouSejici, bude-li to povazovano za
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ended and unblinding has occurred, Sponsor shall
provide Company with a list of all AEs with the
associated treatment assignment at the time of
submission of the clinical study report.

9. LABELING REVISIONS

Company will be responsible for maintaining and
updating the Investigator's Brochure applicable to the
IMP. Sponsor shall provide Company with any and all
safety information from the Study that Company
deems necessary for maintaining and updating those
documents. Company will provide Sponsor with
updated versions of each document in a timely
manner.

10. SAFETY MISCELLANEOUS
a. Audits

In addition to any audit rights under the Agreement
and at no additional cost to Company, Company may
audit Sponsor’s compliance with this Exhibit (which
includes the right to review Sponsor’s applicable
SOPs) upon reasonable advance written notice and
during normal business hours, but in any event not
less than thirty (30) days written notice. Sponsor
agrees to cooperate in a reasonable manner and in
good faith regarding such audits. The parties shall
agree in good faith on a date for the audit at least
thirty (30) days prior to the audit. If the parties are
unable to agree upon a date for the audit, then
Company may unilaterally set a date for the audit to
occur, provided that Company provides at least thirty
(30) days advance notice of such date in writing.
Audits shall be conducted no more than once per year
unless otherwise expressly agreed in writing by the
parties. Each party shall bear its own costs associated
with the audit(s).

b. Amendments
The parties agree to review this Exhibit periodically to
ensure compliance with new or amended laws, or to
address any other circumstances that may
necessitate such review; provided, however, that no
subsequent alteration, amendment, change or
addition to this Exhibit shall be binding upon the
parties unless mutually agreed upon in writing

nezbytné pro podstatnou zménu managementu
urCité AE. AZ bude Studie ukoncena a doslo-li
k odslepeni, poskytne Zadavatel SpoleCnosti
v okamziku podavani zpravy o klinické studii
seznam vSech AE s pFisluSnym prifazenim IéCby.

9. REVIZE INFORMACI

Za udrzovani a aktualizaci Souboru informaci pro
zkousejiciho  tykajiciho se IMP zodpovida
SpoleCnost.  Zadavatel bude  SpolecCnosti
predavat veskeré bezpecnostni informace ze
Studie, které bude Spolec¢nost povazovat za
nezbytné pro UcCely udrZovani a aktualizace
zminénych  dokumentli.  SpoleCnost  bude
Zadavateli vCasnym zplsobem poskytovat
aktualizované verze kazdého dokumentu.

10. BEZPECNOST — RUZNE
a. Audity

Kromé jakychkoliv prav na audit podle Smlouvy,
a aniz by tim Spolecnosti vznikly néjaké naklady
navic, mlze Spolecnost provést audit toho, jak
Zadavatel pini poZzadavky podle tohoto Dodatku
(coz zahrnuje pravo na kontrolu pfislusnych SOP
Zadavatele), a to na =zakladé pisemného
oznameni podaného s pfiméfenym Casovym
predstihem a béhem normalni pracovni doby,
v kazdém pripadé ale na zakladé pisemného
oznameni nejméné tficet (30) dnd predem.
Zadavatel souhlasi s tim, Zze bude pfimérené a
vdobré vife spolupracovat pfi takovych
auditech. Smluvni strany se v dobré vife
dohodnou na datu auditu nejméné tficet (30)
dnd pfed jeho konanim. Pokud se smluvni strany
nebudou schopny na datu auditu dohodnout,
mlze SpoleCnost datum auditu stanovit
jednostranné, za predpokladu, ze toto datum
pisemné oznami nejméné tFicet (30) dnd
predem. Audity se budou provadét nejvyse
jednou rocné, pokud nebude mezi smluvnimi
stranami vyslovné pisemné dohodnuto jinak.
Kazda smluvni strana nese své vlastni naklady
spojené s danymi audity.

b. Dopliovani
Smluvni strany se dohodly, Ze budou tento
Dodatek periodicky kontrolovat, aby byl zajistén
soulad s pozadavky novych nebo upravenych
zakond, pfipadné za ucelem FeSeni jakychkoliv
jinych okolnosti, které si mohou takovou
kontrolu vyzadovat, ovSem za predpokladu, ze
Zadna nasledna Uprava, doplnéni, zména nebo
pridavek k tomuto dodatku nebudou pro smluvni
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pursuant to the Amendment section of the
Agreement.

C. Conflicts

To the extent there are any conflicts between the
Agreement, Protocol, and this Exhibit with respect to
the responsibilities concerning the procedures and
timeframes for compliance with the Applicable Laws
governing expedited regulatory reporting, safety data
exchange, and pharmacovigilance related to the
Study, this Exhibit shall control.

d. Reporting and Contact Addresses

All transfer of safety information to Company will be
made through the designated contact fax or email
address listed below, which may be updated by
written notice from Company from time to time as
required and as becomes necessary.

If Study is in the United States or is a multi-country
Study, please use the following for the transfer of
safety information:

Fax: 888-814-8653 (toll-free, US)
805-480-9205 (toll)
E-mail: svc-ags-in-us@amgen.com

Otherwise, for a single country Study outside the
United States, Company will provide under separate
cover the designate contact information.

strany zavazné, pokud nebudou vzdjemné
pissmné dohodnuty v souladu s c¢lankem o
doplfiovani ve smlouvé.

c. Rozpory

Pokud vzniknou néjaké rozpory mezi Smlouvou,
Protokolem a timto Dodatkem ohledné
povinnosti tykajicich se postupd a ¢asovych Ihit
pro plnéni pozadavkl platnych pravnich
predpisti  upravujicich  urychlené  hlaseni
regulacnim organlim, vyménu bezpecnostnich
dat a farmakovigilanci v souvislosti se Studii, ma
prednost tento Dodatek.

d. Adresy pro hlaseni a kontaktni adresy

Veskeré predavani bezpecnostnich informaci
Spolecnosti bude probihat s vyuzitim uréenych
kontaktnich Udajd — faxového Cisla nebo e-
mailové adresy — jak je uvedeno nize, které
mlze spoleCnost Cas od cCasu aktualizovat
prostrednictvim pisemného oznameni tak, jak to
bude poZzadovano a jak to bude potieba.
Pokud Studie probihd v USA nebo pokud se
jedna o studii provadénou ve vice zemich,
pouzivejte pro predavani bezpecnostnich
informaci nasledujici Udaje:

Fax: 888-814-8653 (bezplatné Cislo, USA)

805-480-9205 (s poplatkem)
e-mail:  svc-ags-in-us@amgen.com

Pro Studii probihajici v jedné zemi mimo USA
poskytne Spolecnost urcené kontaktni Udaje
samostatné.
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SCHEDULE A
COMPENSATION
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EXHIBIT — STUDY DRUG/ Priloha — Hodnoceny pripravek

Company will supply the Study Drug for the purposes
only of the Study at no cost, up to a maximum quantity
of XXXXXXXXXX vials of Blinatumomab (38.5mcg) and
XXXXXXXXXX  vials of IVSS (10ml per vial) which
quantity corresponds to the quantity of the Study Drug
required in order to conduct the Study in accordance
with the Protocol.

The Study Drug will be supplied as clinical trials
material and will be labeled in accordance with Annex
13 requirements. The Sponsor shall provide the
following to Company:

- Allinformation required by Annex 13 (including
the Sponsor's EUDRACT) to label the material
and the packaging a minimum of sixteen (16)
weeks before the Sponsor plans to commence
enrolment to the Study.

- Form of shipment (bulk shipments or site by
site shipments) shall be communicated a
minimum of two (2) months prior to the start of
the Study.

- If Sponsor plans to use a third party vendor to
manage the inventory, Company shall be
informed at least two (2) months before the
start of the Study.

If Company decides to recall the Study Drug, the
Sponsor will be responsible for having processes in
place to ensure prompt collection of all unused Study
Drug and quarantine until proper destruction at
Company’s cost. At the close of the Study, any
quantities of the Study Drug which remain unused will
be, at Company's option and cost, returned to
Company or destroyed; and a confirmation of Study
Drug reconciliation and/or destruction of remaining
Study Drug will be provided to Company.

Company confirms that it is prepared to provide to the
Sponsor information concerning the Study Drug
subject to such information being treated as
confidential (pursuant to the Confidentiality provisions
in the Agreement.

Spolec¢nost poskytne Hodnoceny pfipravek pouze pro
Ucely Studie a to az do maximalniho mnozstvi
XXXXXXXXXX  vialek Blinatumomabu (38.5MCG) a
XXXXXXXXXX vialek IVSS (10ml v jedné vialce), coz
odpovida mnozstvi Hodnoceného pfipravku, jez je
potfebné k provedeni Studie v souladu s Protokolem.

Hodnoceny pfipravek bude dodan jako material
klinickych  studii a bude oznaCen v souladu
s pozadavky dopliiku 13 (GMP). Zadavatel poskytne
Spolecnosti nasledujici:

- VS8echny informace pozadované v dopliku 13
(véetné EUDRACT Zadavatele) k oznaceni
materialu a k zabaleni a to minimalné Sestnact
(16) tydnl pfed planovanym zahajenim Studie.

- Forma zasilky (hromadna zasilka uréena pro
v8echna centra, nebo individualni zasilka pro
kazdé centrum zvlast) nejméné dva (2) mésice
pfed zahajenim Studie.

-V pfipadé, ze Zadavatel planuje pouzit tfeti
stranu jako dodavatele ke spravé inventare,
informuje o tomto Spole¢nost nejméné dva (2)
mésice pfed zahajenim Studie.

Pokud se Spole¢nost rozhodne stahnout Hodnoceny
pfipravek, bude Zadavatel odpovédny za zavedeni
procesll, kterymi zajisti okamzité shromazdéni
veskerého nepouzitétho Hodnoceného pfipravku a
zajisti jeho destrukci na naklady Spole€nosti. Na konci
Studie bude veSkery Hodnoceny pfipravek, ktery
zUstava nepouzity, vracen Spolecnosti nebo znicen; a
Spole€nosti bude dodana evidence Hodnoceného
pfipravku, pfehled o zni¢eném nebo zlstavajicim
Hodnoceném pfipravku.

Spole¢nost potvrzuje, ze je pfipravena poskytnout
Zadavateli informace tykajici se Hodnoceného
pfipravku, s tim, ze jsou tyto informace povazovany za
divérné (a vztahuji se na né ustanoveni o divérnosti
této Smiouvy).
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