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DODATEK ¢&. 1 KE SMLOUVE
O KLINICKEM HODNOCENi

mezi

BAYER s.r.o.

se sidlem: Praha 5, Stodulky, Siemensova
2717/4, 155 00, Ceska republika

zapsana v obchodnim rejstiiku u Méstského
soudu v Praze, oddil C, vlozka 391

IC: 00565474

DIC: CZ00565474

zastouiené na zakladé piné moci | EGEIN

(dale jen jako "Zadavatel")

V]

Fakultni nemocnice Olomouc

se sidlem: |.P.Pavlova 185/6, 779 00 Olomouc,
Ceska republika

ICO: 00098892

DIC: CZ00098892

zfizena rozhodnutim Ministerstva zdravotnictvi
Ceské republiky ze dne 25. 11. 1990

zastoupena prof. MUDr. Romanem Havlikem,
Ph.D., feditelem

(dale jen "Centrum")

Q

datum narozeni: -
adresa trvalého bidliété: ]

(dale jen "Hlavni zkouSejici")

uzavieny niZze uvedeného dne, mésice a roku
podle ustanoveni § 1746 odst. 2 zakona
€. 89/2012 Sb., obcansky zakonik, ve znéni
pozdéjSich predpisu (dale jen ,Dodatek"):

I. Uvodni ustanoveni

—_

Dne 11.01.2021 byla mezi smluvnimi
stranami uzaviena Smlouva o Kklinickém
hodnoceni (dale jen ,Smlouva®), jejimz
pfedmétem je provedeni Studie s nazvem
,Klinické hodnoceni faze Il oralniho inhibitoru

tropomyosin-receptor-kinazy (TRK),

AMENDMENT No. 1 TO THE
CLINICAL TRIAL AGREEMENT

Between

BAYER s.r.o.

With its registered seat at: Prague 5, Stodlky,
Siemensova 2717/4, 155 00, Czech Republic
Registered at the Municipal Court in Prague,
Section C, Insert 391

ID No.: 00565474

VAT No.: CZ00565474

Reiresented on the basis of Power of Attorney

by
(hereinafter referred to as "Sponsor")
And

Fakultni nemocnice Olomouc

With its registered seat at: |.P.Pavlova 185/6,
779 00 Olomouc, Czech Republic

ID No.: 00098892

VAT No.: CZ00098892

established by the decision of the Ministry of
Health of Czech Republic dated 25 Nov 1990
represented by Prof. Roman Havlik, M.D.,
Ph.D., Director

(hereinafter referred to as "Center")

And

date of birth: -

ermanent  address:

(hereinafter referred to as  "Principal

Investigator")

entered into on the below stated day, month and
year pursuant to § 1746 sect. 2 of the Act No.
89/2012 Coll.,, Civil Code, as amended
(hereinafter referred to as “Amendment”):

I. Introductory Provisions

—_

On 11Jan 2021, the Clinical Trial
Agreement was concluded between the
contracting parties (hereinafter referred to
as ,the Agreement‘). Subject of the
Agreement is the performance of the study
entitled ,,A Phase 2 Basket Study of the
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larotrectinibu, u pacienti s karcinomem
asociovanym s fuznimi geny NTRK bez
ohledu na jeho lokalitu (tzv “basket study”)” s
Cislem protokolu 20289 (dale jen “Studie”), a
rozdéleni povinnosti souvisejicich se Studii
mezi Zadavatele, Centrum a Hlavniho
zkousejiciho.

Il. Zména Smlouvy

1. Smluvni strany timto sjednavaji zménu
Smlouvy, aby upravili rozpoéet Studie
v souvislosti s aktualizaci protokolu Studie
(Protocol Amendment 11):

a) stavajici Pfiloha €. 1: Finanéni podminky
Smlouvy se rusi vcelém rozsahu a
nahrazuje se novou Pfilohou ¢. 1 —

revidovanou Dodatkem ¢&. 1, ktera tvofri
pfilohu tohoto Dodatku.

Ill. Zavérecna ustanoveni

1. Ostatni ustanoveni Smlouvy zlstavaji timto
Dodatkem nezménéna. Tento Dodatek nabyva
platnosti dnem jeho podpisu posledni ze
smluvnich stran a uginnosti nabyva dnem
uverejnéni v registru smiuv.

2. Zadavatel bere na védomi, ze Centrum je

povinno uvefejfiovat informace v souladu se
zdkonem ¢&. 340/2015 Sb., o registru smluv.
Smluvni strany se dohodly, Ze Centrum
uvefejni verzi tohoto Dodatku ke Smlouvé,
kterou mu za timto U€elem pfipravi a poskytne
Zadavatel nejpozdéji v den podpisu tohoto
Dodatku, a to v strojové Ccitelném formatu
v elektronické podobé.
Pokud Zadavatel danou povinnost podle
predchozi véty nesplni, je Centrum opravnéno
uvefejnit Dodatek samo, a to souladu
s pozadavky na rozsah informaci uréenych
k uvefejnéni stanovenych zdkonem
€. 340/2015 Sb., o registru smluv.

3. Tento Dodatek se vyhotovuje ve ¢&tyfech
vyhotovenich, kdy Zadavatel obdrzi dvé
vyhotoveni a Centrum a Hlavni zkouSejici po
jednom vyhotoveni.

4. Tento Dodatek je sepsan vcéeském a
anglickém jazyce, pfi¢emz v pfipadé rozporu
mezi jazykovymi verzemi bude upfednostnéna
Ceska verze Dodatku.

Oral TRK Inhibitor larotrectinib in Subjects
with NTRK Fusion-Positive Tumors” with the
protocol number 20289 (hereinafter referred
to as the “Study”), and allocation of the
Study related obligation either to Sponsor,
Center and the Principal Investigator, as the
case may be.

Il. Amendment to Agreement

The contracting parties hereby agree to
amend the Agreement to adjust the Study
budget in connection with the update of the
Study protocol (Protocol Amendment 11):

a) The current Appendix 1: Financial
Terms of the Agreement is deleted in its
entirety and replaced with the new
Appendix 1 — Revised by Amendment
No. 1 attached to this Amendment.

Ill. Final Provisions

This Amendment is without prejudice to the
other provisions of the Agreement. The
Amendment shall be valid on the date of
signing by the last contracting party and
effective by publishing of the Amendment in
the contract registry.

The Sponsor acknowledges that Center is
obliged to publish the information in
compliance with Act No. 340/2015 Coll., on
Contract Registry. The contracting parties
agreed that the Center shall publish such
version of this Amendment to the
Agreement, which the Sponsor will prepare
and provide for this purpose not later than
on day of Amendment signing, in machine-
readable format in electronic form.

If the Sponsor fails to fulfil the obligation
pursuant to the previous sentence, the
Center is entitled to publish Amendment on
its own in accordance with requirements for
the scope of information intended for
publication, as stipulated by Act No.
340/2015 Coll., on Contract Registry.

This Amendment is executed in four original
copies. The Sponsor shall receive two
original copies and Center and Principal
Investigator receive one original copy each.

This Amendment is written in the Czech and
English languages, and in the event of a
conflict between the language versions, the
Czech version of the Amendment shall
prevail.
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5. Smluvni strany prohlasuji, Zze tento Dodatek
uzaviely na zakladé svobodné a vazné vile,
jeho obsah procetly a porozumély mu, a na
dlikaz toho pfipojuji své vlastnorucni podpisy.

I. Pfilohy

Nasledujici pfilohy, které tvofi soucast tohoto
Dodatku, se dnem jeho uc&innosti stavaji nedilnou
soucasti Smlouvy:

Priloha ¢&. 1 — revidovana Dodatkem ¢. 1:
Finan&ni podminky

5. The contracting parties declare that this
Amendment was concluded based on their
own free and serious will. The contracting
parties read the Amendment and they
understood the Amendment, in witness
whereof the undersigned have signed this
Amendment.

IV. Appendices

The following Appendices which form part of this
Amendment, shall become an integral part of
the Agreement on the effective date of the
Amendment:

Appendix No. 1 — Revised by Amendment No. 1:
Financial Terms
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BAYER s.r.o.

Misto / Place: Praha

Datum / Date:

zmocnénec / Agent

Fakultni nemocnice Olomouc

Misto /Place:

Datum / Date:

prof. MUDr. Roman Havlik, Ph.D.
feditel / Director

Misto / Place:

Datum / Date:

Hlavni zkouS$ejici / Principal Investigator
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Priloha €. 1 — revidovana Dodatkem ¢. 1:

Finanéni podminky

Odména Centra a Hlavniho zkou$ejiciho se urci
jako soucet €astkovych odmén uvedenych nize
za jednotlivé €innosti fadné a v€as provedené,
v obdobi, za které je odména uctovana.
Konkrétné, odména pro Centrum bude sou¢tem
sloupcl Naklady spojené se studii a Zisk FN
Olomouc Tabulky plateb za jednotlivé navstévy
a procedury uvedené v této pfiloze. Centrum je
opravnéno vystavovat faktury za odménu
definovanou v pfredchozi vété. Narok na
odmeénu za pfislusné obdobi vznika poslednim
dnem takového obdobi, a to vrozsahu
odpovidajicimu Fadné vyplnénym elektronickym
formulaiim CRF za jednotlivé subjekty
hodnoceni, které byly spole¢né s vyplnénou
dokumentaci ke kompletné provedené
monitorovaci navstévé predany spoleCnosti
Bayer nejpozdéji posledni den pfisluSsného
obdobi. Odména pro Hlavniho zkou3ejiciho
a Cleny studijniho tymu a jeji vyplata budou
feSeny separatni smlouvou mezi Zadavatelem
a Hlavnim zkous$ejicim a pfipadné s Cleny
studijniho tymu a bude korespondovat se
sloupcem Zisk studijniho tymu Tabulky plateb
za jednotlivé navstévy a procedury uvedené
v této pfiloze nize. Navrh faktury za odménu pro
Hlavniho zkousejiciho a Cleny studijniho tymu
budou za pfisludné obdobi, uvedené v odst. 4.3.
Smlouvy, zasilany  Zadavatelem  pfimo
Hlavnimu zkou$ejicimu. Fakturu za odménu pro
Hlavniho zkousejiciho a pfipadngé Cleny
studijniho tymu bude vystavovat a Zadavateli
zasilat Hlavni zkou$ejici a pFipadné Clenové
studijniho tymu v souladu s odst. 4.3. smlouvy.
Hlavni zkousejici a Clenové studijniho tymu
jsou sami zodpovédni za fadné zdanéni této
odmeény.

Odména Centra uréena podle této Prilohy kryje
v§echny naklady na veskera vysetfeni (véetné
dalSich administrativnich a/nebo rezijnich
nakladl Centra, platby laboratofe a archivaci)
vyZzadovana Protokolem, stejné jako kryje
veSkeré naklady na plnéni zavazk( Centra

2021 CZ_CO 62454

Appendix 1 — Revised by Amendment No. 1:

Financial Terms

The remuneration of the Center and the
Principal Investigator shall be calculated as the
total of particular prices (amounts) presented
herein below for individual activities duly and
timely performed in the period, for which the
remuneration is charged. Specifically, the
remuneration to the Centre shall be a sum of
the columns “Costs associated with study” and
“Profit of the University Hospital Olomouc” in
the Table of payments for individual visits and
procedures, included in this Annex. The Centre
is entitled to issue invoices for the remuneration
defined in the previous sentence. The title to the
remuneration for a particular period shall arise
on the last day of such period and in the extent
corresponding to the duly filled electronic forms
CREF for individual patients, which were handed
over to Bayer together with the filled
documentation concerning the completely
performed monitoring visit on the last day of the
respective period at the latest. The
remuneration to the Principal Investigator and
Study Team Members and payment thereof
shall be defined in a separate contract between
the Sponsor and the Principal Investigator, and
possibly with the Study Team Members, and
shall correspond to the column “Profit of Study
Team of the Table of payments for individual
visits and procedures, included in this Annex
below. The draft invoice for the remuneration to
the Principal Investigator and Study Team
Members for the reference period, specified in
par. 4.3., shall be sent by the Sponsor directly
to the Principal Investigator. The invoice for the
remuneration to the Principal Investigator, and
possibly to the Study Team Members, shall be
issued and sent to the Sponsor by the Principal
Investigator, and possibly by the Study Team
Members, in accordance with par. 4.3 of the
Contract. The Principal Investigator and Study
Team Members are responsible for the
payment of the tax on this remuneration.

The remuneration of the Center calculated
under this Appendix covers all costs for all
examinations (including any administrative
and/or overhead costs of the Center, costs for
laboratory and archiving) required by the Study
Protocol as well as costs incurred by fulfilment
of Center's obligations resulting from the
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vyplyvajici ze Smlouvy, neni-li dale nebo ve
Smlouvé explicitn& dohodnuto néco jiného.

Navrh faktury za odménu pro Centrum budou
za pfislusné obdobi, uvedené v odst. 4.3.
Smlouvy, zasilany Zadavatelem Centru na e-

mailovou adresu: | NN

PFfi provedeni platby na ucet Centra bude
Zadavatel uvadét Cislo faktury jako variabilni
symbol a &islo protokolu jako specificky symbol
nebo ucel platby.

Datum uskute€néni zdanitelného pinéni bude
datum vystaveni danového dokladu (faktury).

PFi pozdni Uhradé danového dokladu (faktury
bude Centrum uplatiovat Urok z prodleni
v zakonné vysi

~

PFfi pfed€asném ukonCeni Smlouvy uhradi
spoleCnost Bayer Centru a Hlavnimu
zkouSejicimu pouze naklady jiz prokazatelné
vynalozené a ukony iz prokazatelné
provedené.

=

Schéma pro uhradu jednotlivych tkon(:

POPLATEK

NAVSTEVA

it
SRR
NI
N
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Contract if not explicitly agreed otherwise
further herein or in the Agreement.

The draft invoice for the remuneration to the
Centre for the reference period, specified in par.

4.3. of the Agreement, shall be sent by the
Sponsor to the Centre to the following e-mail

issued.

In the case of late payment of the tax document
(invoice), the Centre shall charge default

for the activities provably accomplished.

Scheme for remittance of individual activities:

VISIT FEE [CZK]
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Platby jsou uvedeny v K¢ a budou uhrazeny na
zakladé skute€né vykonanych navstév/cykll
subjektu hodnoceni ve Studii.

Pokud bude v ramci Studie a v souladu s
Protokolem nezbytné nutné proveést nasledujici
vySetfeni a pokud tato vySetfeni nejsou hrazena
ze zdravotniho pojisténi prislusného subjektu
hodnoceni, zaplati spoleCnost Bayer Centru

nasledujici odménu za provadéni téchto
vySetfeni na zakladé pfislusné faktury,
obdrzené od Centra:

Naklad na

postup [K¢]

;)
(@]
0
—_
=
©

9.
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Payments are given in CZK and will be made
based upon the visits/cycles really undergone
by a trial subject in the Study.

If the following procedures become necessary
within the Study according to the Protocol, and
only as far as they are not covered by the public
health insurance of the ftrial subject, the
following payments for such procedures
performance will be made by Bayer to the
Center upon receipt of a corresponding and
formally correct invoice from the Center:

=0

Cost Per

Y}
=
o
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(0]
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=
]
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w
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10. Odména za pfislusny subjekt hodnoceni bude

11.

shiZzena v nasledujicich pfipadech:

V pfipadé subjektdl hodnoceni, které prosly
skriningem, ale nesplnily kritéria pro zafazeni
do Studie v dusledk vysledki vySetfeni a/nebo
hodnoceni z dlivod(, které nemohly byt znamé
pfed pfihlasenim k GCasti ve Studii, vyplati
spole¢nost Bayer odménu _ a
subjekt hodnoceni, u néhoz byl skrining
neuspésny, pokud byly provedeny vSechny
skriningové ukony, av8ak v pomé&ru v poméru

N

Ostatni naklady:
Spole¢nost Bayer uhradi Smluvnim partnerdm

nasledujici naklady, které nejsou zahrnuty
v odméné za subjekt hodnoceni:

Navstéva predb&zného screeningu:
Odména Centra za pre-screening
vhodnych subjektdl hodnoceni, ktery je

(i

~

zdokumentovan v pre-screening logu
v Castce
Veskeré navstévy predbézného

screeningu u pacientd s nesekretujici
rakovinou prsu, melanomem, CRC a
rakovinou plic budou splatné s pfisti
planovanou platbou. Naklady na pofizeni

2021 CZ_CO 62454

10. The Per Individual Subject Fee will be reduced

11.

in the following cases:

With regard to trial subjects who have gone
through screening but did not meet the
enrolment criteria due to the results of the tests
and/or assessments that could not have been
known before entering the Study, Bayer shall
make a payment of per screen
failure trial subject provided that all screening
activities were properly performed, however per
ratio

Pass-through costs:

Bayer shall reimburse the Contract Partners
with regard to the following expenses, which are
not covered by the Per Subject Fee:

Pre-Screening Visit:

Center shall be reimbursed for pre-
screening efforts of potential trial subjects
documented in the pre-screening log in the

amount of | N

All non-secretory breast  cancer,
melanoma, CRC, and lung cancer patient
pre-screening visits will be payable with
the next scheduled payment owed to the
Payee. Tumor Tissue for Pre-Screening

(i

~
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(ii)

vzorku nadorové tkané vV ramci
pfedbézného screeningu jsou
fakturovatelné dle tabulky vy3e.

Administrativni naklady:

Spole€nost Bayer zaplati Smluvnim
partnerdm nahradu naklad( souvisejicich
s pfipravou a spusténim Studie v Centru
takto:

POPLATKY NAKLADY [K&]

Nevratny administrativni
poplatek za administrativni
ukony souvisejici

s uzavienim smlouvy

Certifikat OKB —
jednorazova platba

Certifikat HOK —
jednorazova platba

(iif)

Lékarna:
Spole¢nost Bayer zaplati Centru za sluzby
Iékarny dle rozpisu nize:

ODMENY LEKARNY

Iniciacni navstéva

Vydej medikace
C1-CX/D1

Audit (za 1 hod)

navstévu)

PFijem zasilky a dokumentace
(za 1 zasilku)

Potvrzovani zasilek -
fax/IVRS/IWRS (za 1 zasilku)

I
I
I
Navstéva monitora (za 1 _
I
I
I

Uchovavani medikace a
monitoring teplot (za 1 mésic)

(iv)

Uhrada nahrad pacientti:

Spole€nost Bayer uhradi prostfednictvim
Centra cestovni naklady a kompenzaci za
Cas straveny na centru vynaloZzeny
subjekty hodnoceni v souvislosti s u€asti

2021 CZ_CO 62454

will be invoice able according to the table
above.

(i) Administrative costs:
Bayer shall reimburse Contract Partners
for costs related to preparation and
starting of the Study in Center. For this
purpose Bayer shall pay as follows:
|

FEES COST [CZK]

Non-refundable
Administrative Set-up
Fee for administrative
acts related to the
agreement conclusion
Laboratory certificate —
Biochemistry — One-time
payment

Laboratory certificate —
Biochemistry — One-time
payment

(i)  Pharmacy:
Bayer shall pay to the Center for
Pharmacy services according to the table

below:
COST
ITEM [CZK]
Initiation visit

Pharmacy - dispensing of
medication on C1-CX/D1

Audit per 1 hour

CRA Monitoring per 1 visit

Supply and Documentation
Receipt (per 1 shipment)

Supply Confirmation - fax,
IVRS, IWRS

(per 1 shipment)

IP Storage and temperature
monitoring (per 1 month)

(iv) Reimbursement of patient costs:

Bayer shall reimburse expenses on
travelling and compensation for time spent
at the site incurring in relation to
participation of trial subjects in the clinical
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v klinickém hodnoceni subjektim
hodnoceni dle rozpisu nize ve formé
stravenek. Pfedani a evidence stravenek
subjektim klinického hodnoceni bude
probihat prostfednictvim Hlavniho
zkousejiciho, ktery mize dale povérit
Cleny ZkuSebniho tymu lékafu a/nebo
Cleny studijniho tymu. Hlavni zkousejici
a/nebo Clenové Zkusebniho tymu lékarl a
Clenové studijniho tymu maji povinnost
tyto nahrady vyplatit pfislusnym subjektim
hodnoceni. Hlavni zkouSejici je povinen
vratit zbylé stravenky na konci studie zpét

spole¢nosti Bayer.

Navstéva

Castka
[KE]

2021 CZ_CO 62454

trial to trial subjects by Center according to
the table below iin the form of meal
vouchers. Principal Investigator, who can
further delegate Study team physicians
and/or Study Team Members, will forward
meal vouchers to trial subjects and keep
records. Principal Investgator and/or study
team members are responsible to pass
meal vouchers to trail subjects. Principal
Investgator shall return all remaining meal
vouchers back to Bayer at the end of the
study.

VISIT

FEE
[CZK]
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(v) Dalsi pfipadné vzniklé naklady budou
nahrazeny pouze s pfedchozim pisemnym
souhlasem spoleCnosti Bayer a po
obdrzeni pfislusné faktury a pfislusnych
prikaznych Gcetnich dokladu.

12. Narok na nahradu veSkerych naklad( dle

odstavcl 9 az 11 vznika Centru dnem jejich
prokazatelného vynaloZeni. VeSkeré tyto
naklady jsou splatné v nejbliz8§im terminu
splatnosti odmény dle odst. 1 az 4 této pfilohy
spole€né stouto odménou, nestanovi-li
Smlouva nebo tato pfiloha jinak.

2021 CZ_CO 62454

(v) Other eventual pass-through costs shall

be reimbursed only after prior written
approval of Bayer and upon receipt of
supporting documentation with receipts
attached.

12. The Center shall become entitled to any and all

costs under section 9 to 11 hereof as of the day
the Center demonstrably expended these
costs. Any and all such costs are due within the
first next maturity period of the remuneration
under sections 1 to 4 hereof and jointly with this
remuneration, unless set forth otherwise in the
Agreement or herein.
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Financni priloha

2021 CZ CO 62454

04

BAY 2757556/20289

Tabulka plateb za jednotlivé navstévy/ Individual Visits Cost Schedule

Visits/ Studijni cykly

Scoring for
examination
during the
visit (points) /
Bodové
ohodnoceni
za vySetreni
pii navstéve

L0000
JLERRRNY 1
HLLEer 1
L0 0R A0
LLLiey 1
L0ER A0
ILLLEERE ]

Costs
associated
with the
study (CZK)
Item /
Naklady
spojené se
studii (K¢)
2,20Ké/bod

Profit FN
Olomouc
(CZK)! Zisk
FN Olomouc
80% (K¢)

FN Olomouc
Total (CZK)/
FN Olomouc
Celkem (K¢)

Profit inv.
Team (CZK)/
Zisk invest.
tym 20% (K¢)

Total (CZK
excl. VAT)/
Naklady na
navstévu (K¢
bez DPH)

National Agreement between Bayer, Center and the Investigator, version dated October 2019 — Appendix 1
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I
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BAYER s.r. 0.

Misto a datum / Place and Date:

zmocnénec / Agent

Fakultni nemocnice Olomouc

Misto a datum / Place and Date:

Jméno a prijmeni / Name and Surname: Prof. MUDr. Roman Havlik, Ph.D.
Funkce / Function Reditel / Director

Misto a datum / Place and Date:

Hlavni zkouSejici / Principal Investigator
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