Boehringer Ingelheim RCV GmbH & Co KG

Bl Contract No. 315498

INDIVIDUAL CLINICAL TRIAL
AGREEMENT

This Individual Clinical Trial Agreement
(“ICTA”) is entered into on the last date of
signature below (the “Effective Date”) by and
among

Institution: University hospital Brno
Address: Jihlavska 20

625 00 Brno
Taxpayer ID No.: CZ 65269705

Acting through: MUDr. Roman Kraus, MBA -
director
(hereinafter referred to as “Institution”)

and

Sponsor: Boehringer Ingelheim
RCV GmbH & Co KG

Address: Dr. Boehringer-Gasse 5-11
1121 Vienna
Austria

VAT-ID-No.: ATU 64226215

(hereinafter referred to as “Sponsor’)

(hereinafter jointly referred to as “the Parties™)

RECITALS

Whereas, Bl RCV and Institution entered into a
Master Clinical Trial Agreement (“Agreement”)
effective on 18. 11. 2013;

Whereas, pursuant to Section 2 of the Agreement,
Bl RCV and Institution wish to enter into this
ICTA for the purpose of setting forth the Protocol
Number, Protocol Title and specific terms and
conditions for the conduct of an individual clinical
trial.

Now, therefore, pursuant to and subject to the
terms and conditions of the Agreement and in
consideration of the promises and mutual
covenants contained herein, the Parties agree to
the following:
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SMLOUVA O JEDNOTLIVE KLINICKE
STUDII

Tato Smlouva o jednotlivé klinicke studii (dale jen
»,ICTA") se uzavira dnem podpisu této Smlouvy
nize posledni smluvni stranou (dale jen ,,Datum
ucinnosti®‘), a to mezi

Zdravotnickym zafizenim:
Fakultni nemocnice Brno

Adresa: Jihlavska 20
625 00 Brno

IC: 65269705

DIC: CZ65269705

Jednajici: MUDr. Roman Kraus, MBA - feditel
(déale oznacovana jen jako ,,Zdravotnické
zatizeni®)

a

Zadavatel: Boehringer Ingelheim RCV
GmbH & Co KG

Adresa: Dr. Boehringer-Gasse 5-11
1121 Viden
Rakousko

DIC: ATU 64226215

(déle oznacovana jen jako ,,Zadavatel®)

(dale spole¢né také ,,Smluvni strany*)

UVODNI USTANOVENI

Vzhledem k tomu, Ze Bl RCV a Zdravotnické
zafizeni uzaviely Ramcovou smlouvu o klinickych
studiich (dale jen ,,Smlouva®) uc¢innou od 18. 11.
2013;

Vzhledem k tomu, Ze na zaklad€ ustanoveni
Odstavce 2 Smlouvy si Bl RCV a Zdravotnické
zafizeni pieji uzaviit tuto ICTA =za tucelem
stanoveni Cisla protokolu, Nazvu protokolu a
specifickych podminek pro provadéni jednotlivé
klinické studie.

Proto se v souladu a na zékladé¢ podminek
Smlouvy a s ohledem na pfisliby a vzijemné
zévazky v této Smlouvé obsazené Smluvni strany
dohodly takto:
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Clinical

Trial Information

Protocol Number: 1321.7

Protocol Title:

“Single dose, open label, uncontrolled,
safety trial of intravenous administration
of idarucizumab to paediatric patients
enrolled from ongoing phase 1Ib/IlI
clinical trials with dabigatran etexilate for
the treatment and secondary prevention of
venous thromboembolism“ as amended
(hereinafter referred to as the “Trial
Protocol”)

both together hereinafter referred to as
“Trial”

The planned Trial start date is July 2017
(expected recruitment period: 12 months at
least). The Trial shall be performed in
different  departments of  University
hospital Brno, Jihlavska 20, 625 00 Brno,
Czech Republic (“Institution”) as the
patients will be assigned to the relevant
department depending on the individual

diagnosis of each patient.
I - -
ospital Brno, Department of Pediatric

Hematology, Cernopolni 9, 613 00 Brno)
as  Principal Investigator will be
responsible for Trial run.

Governing Terms

By executing this ICTA, the Parties agree
that this ICTA and the Parties’
performance hereunder shall be governed
by the terms and conditions of the
Agreement, which are incorporated by this
reference as if fully set forth herein. The
Parties agree that for purposes of this
ICTA, the terms used but not otherwise
defined herein shall have the meanings
ascribed to such terms under the
Agreement.

Trial

Budget and Payment

Schedule
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Financial reimbursement of the Institution
for the work performed during the Trial
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1.

2.

Informace o Studii

Cislo protokolu: 1321.7
Nazev protokolu:
,Oteviené, jinou latkou nekontrolované
klinické hodnoceni bezpecnosti nitrozilné
podané jednorazové davky idarucizumabu
détem zafazenym z probihajicich
klinickych ~ hodnoceni  faze  Ilb/llI
s dabigatran etexilatem pro 1écbu a
sekundarni prevenci Zilni
tromboembolie.“ (dale oznaCovany jen
jako ,,Protokol studie®)
dale spolecné¢ oznacované jen jako
»otudie®,

Planovanym datem zahajeni Studie je
Cervenec 2017 (ptedpokladané obdobi
naboru: alespon 12 mésicti). Studie bude
provadéna na raznych oddelenich Fakultni
nemocnice Brno, Jihlavska 20, 625 00
Brno, Ceska republika (,,Zdravotnické
zatizeni*) dle toho, kde budou pacienti
zatrazeni do studie hospitalizovani.
(Fakultni
nemocnice  Brno, Oddéleni  détské
hematologie, Cernopolni 9, 613 00 Brno)
je jako Hlavni zkouSejici Zdravotnického
zatizeni odpovédny za provedeni Studie.

Rozhodné podminky

Podpisem této ICTA se Smluvni strany
zavazuji, ze tato ICTA a pIlnéni Smluvnich
stran na zéklad¢ této ICTA se budou fidit
podminkami a ustanovenimi Smlouvy, jez
jsou timto odkazem pIn¢ zahrnuty, jako
kdyby zde byly plné¢ uvedeny. Smluvni
strany souhlasi s tim, Ze pro ucely této
ICTA budou mit vyrazy, které jsou zde
pouzity, a které zde nejsou jinak
definovany, vyznam, jenz jim je pfifazen
ve Smlouvé.

3. Rozpocet klinické studie a harmonogram

Uhrad

Finan¢ni nahrada pro Zdravotnické
zafizeni za praci odvadénou v pribéhu
Studie bude poskytovana v souladu
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shall be made in accordance with the
Payment Schedule which shall be attached
as Appendix 1.

The Sponsor agrees to pay a Start-up fee in
the amount of H as a one-time fee
for the work connected with realization of
the Trial. The fee will be paid after signing
of the ICTA by the Parties based on an
invoice issued by the Institution and an
electronic copy of the signed ICTA sent to
the Sponsor. The Institution will send a

signed original of ICTA to Sponsor upon
receipt of the payment.

The Sponsor agrees to pay a Local
laboratory flat fee for each commenced
year of active treatment of patients in the
Trial in the amount of|
The Sponsor agrees to pay a Local
laboratory fee for each performed aPTT
exam 1n the amount of|
The Sponsor agrees to pay
each certificate provided by
laboratory.

for
local

The Sponsor agrees to pay a Hospital
pharmacy flat fee for each commenced
year of active treatment of patients in the
Trial in the amount of

The Sponsor agrees to pay a Depamnent of
clinical trials flat fee for each commenced
year of active treatment of patients in the
Trial in the amount of

The Sponsor agrees to pay an Economic
department flat fee for each commenced
year of active enrollment of patients in the
amount of

The Sponsor agrees to pay an archivation
fee in the amount ofﬁ per patient.

s Harmonogramem thrad, ktery bude tvorit
Piilohu 1.

Zadavatel se zavazuje uhradit Start-up
poplatek ve  vysi - jako
jednorazovy poplatek za praci spojenou
s moznosti realizace Studie. Poplatek bude
uhrazen po podpisu ICTA Smluvnimi
stranami na zékladé faktury vystavené
Zdravotnickym zafizenim a elektronické
kopie podepsané ICTA zaslané Zadavateli.
Po obdrzeni platby Zdravotnickym
zaiizenim  bude  Zadavateli  zaslan
podepsany original ICTA.

Zadavatel se zavazuje uhradit pausalni
poplatek Lokélni laboratoie za kazdy
zapocaty rok aktivni lééby pacienti ve
Studii ve vysi
Zadavatel se zavazuje uhladlt poplatek

Lokalni laboratoii za kazdé provedené
aPTT vySetieni ve vysi :
Zadavatel se zavazuje uhradit za

kazdy certifikat vydany mistni laboratofi.

Zadavatel se zavazuje uhradit pausalni
poplatek Nemocni¢ni lékamy za kazdy
zapocaty rok aktivni lééby pacienti ve
Studii ve vysi

Zadavatel se zavazuje uhradit pausalni
poplatek Oddéleni klinickych studii za
kazdy zapocaty rok aktivni lécby pacientii
ve Studi1 ve vysi
Zadavatel se zavazuje uhlad.lt pausalni
poplatek Ekonomického oddéleni za kazdy

zapocaty rok aktivniho naboru pacientd ve
vysi )

Zadavatel se zavazuje uhradit archivaéni
poplatek ve vysi ‘ za pacienta.
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All payments will be made to the name and
number of account indicated below:

VSechny platby budou hrazeny na jméno a
na ¢islo bankovniho uctu uvedené nize:

Name of University Hospital , Fakultni
.. Jméno prijemce .
Beneficiary Brno nemocnice Brno
street | Jihlavska 20 ulice Jihlavska 20
addre | postal postovni
ss (F:)Ode 625 00 :dres sr’nvé’rova 625 00
ci ¢islo
city Brno mésto Brno

account ¢islo uctu pro
e | platby
payments in v EUR
Euro <

¢islo uctu pro
account platby -
payments in .
CZK presny nazev

banky
po eme ot
IBAN for VEUR
IBAN for v CZK
CZK
SWIFT I Dévod thrady
R f (16 znakt) —

eason Tor variabilni -

pf%/mﬁnt , _ symbol / zprava
(16 characters) pro piijemce

Payments will be made based on invoice.
Invoice will be issued by the Institution
(for all items mentioned in budget),
within 15 days of receipt of calculation
prepared by the Sponsor. Date of receipt
of the calculation is also date of taxable
supply. The Sponsor is obliged to
consistently indicate the variable symbol
(invoice number) for each payment, when
it is paid from abroad, it will be included
in the report for the beneficiary. Bank
charges: SHA (shared) - the payer pays the
fees of the payer's bank, the payee pays the
fees of the beneficiary's  bank,
Intermediary banks

Bl CT No. 1321.7 /Individual Clinical Trial Agreement / CZ / University Hospital Brno/42002
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Platby budou provadény na zdklad¢
faktury. Faktura bude vystavena
Zdravotnickym zafizenim na zdklad¢
kalkulace vytvofené Zadavatelem (na
vSechny polozky uvedené v rozpodtu), a
to do 15 dni ode dne doruceni kalkulace
Zdravotnick ému zatizeni, ktery je zaroven
datem zdanitelného plnéni. Zadavatel je
povinen pii kazdé platb¢ dusledné uvadet
variabilni  symbol (¢islo faktury), pfi
platbé ze zahrani¢i jej bude uvadét do
zpravy pro piijemce. Bankovni poplatky:
SHA - platce hradi poplatky banky platce,
piijemce hradi poplatky banky ptijemce,
popft. zprosttedkujicich bank.
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In case the Sponsor does not observe the
invoice maturity (45 days) the Institution
is authorized to charge statutory interest
on late payments. The calculation of the
maturity shall only apply to undisputed
invoices and will start from the date the
invoices are received by Sponsor.

4, Business Secret

Designation of Business Secret. Parties
hereby acknowledge and agree that
Investigator’s Brochure, Insurance
Contract on Clinical Trial Insurance,
Clinical Trial Protocol and detailed
calculation of per patient financial
schedule, (further stated as ,, Trial Specific
Confidential Information*), are deemed as
information significant within the meaning
of statutory definition of business secret
(Section 504 of Act No. 89/2012 Coll., the
Civil Code).

Disclosure. The Parties hereby agree that
in case Agreement must be disclosed
pursuant to Act. No. 340/2015 Coll. on
Special Conditions of Effectiveness of
Certain Contracts, Publication thereof and
the Contracts Register (,,Contract Registry
Act*) or pursuant to other related legal
regulations, they shall act as following:

a. Institution shall disclose
Agreement  with  respect to
procedure indicated in this clause
of the Agreement;

b. Trial Specific Confidential
Information and other confidential
information shall be blackened by
the Sponsor as provided to
Institution for disclosure;
Institution is obliged to disclose the
version of the Agreement received
by Sponsor.

c. For the purposes of disclosure,
Institution shall provide to the
Administrator of the Contract’s
Register in a format required by the
Contract Registry Act;

V ptipad¢, ze Zadavatel nedodrzi splatnost
faktury (45 dni), Zdravotnické zatizeni ma
pravo uctovat urok z prodleni v zakonné
vysi. Vypocet splatnosti se tyka pouze
nerozporovanych faktur a zacne ode dne
piijeti faktury Zadavatelem.

4. Obchodni tajemstvi

Zverejnéni smlouvy

Smluvni strany berou na védomi a
souhlasi s tim, Ze BroZura Zkousejiciho,
Pojistnd smlouva KH, Protokol KH a
podrobny vypoctu plateb za pacienta dle
platebniho rozvrhu (dale uvedené jako
"studijné¢ specifické davérné informace”)
jsou povazovany za informace vyznamné
ve smyslu statutarni definice obchodniho
tajemstvi (§ 504 zakona ¢. 89/2012 Sb.,
obcansky zakonik).

Zverejnéni. Smluvni strany se dohodly, Ze
v ptipad¢ zvetejnéni Smlouvy v souladu se
zakonem ¢. 340/2015 Sb. Zakon o
zvlastnich podminkach ucinnosti
nékterych smluv, uvefejiiovani téchto
smluv a o registru smluv (dale jen "zékon
o registru smluv") nebo podle jinych
souvisejicich pravnich predpisi, musi
ucinit nasledujici:

a. Instituce zvefejni Smlouvu s
ohledem na postup uvedeny v
tomto bod¢ Smlouvy;

b. Studijné¢  specifické  davérné
informace a jiné  davérné
informace se mohou Zadavatelem
zacernit pied zveiejnénim
Smlouvy V registru smluv
Zdravotnickym zafizenim;
Zdravotnické zafizeni je povinné
zvertejnit verzi Smlouvy
poskytnuté Zadavatelem.

c. Pro ucely zvetejnéni,
Zdravotnické zafizeni poskytne
Smlouvu spravci registru smluv
ve formatu poZadovaném
zakonem o registru smluv;
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d. Institution shall disclose
Agreement within 2 months as of
signing of the  Agreement;
Institution shall inform Sponsor of
the performed disclosure of the
Agreement: (i) in the Contract
Register, if possible, Institution
shall include Sponsor’s / Sponsor’s
representative email address for the
purpose of provision of the
confirmation about the disclosure
of the Agreement; (ii) in case
option (i) above could not be
implemented,  Institution  shall
within 5 business days as of receipt
of the confirmation on the
disclosure of the Agreement
provide such information and the
respective evidence to the Sponsor
/ Sponsor’s representative. For the
purposes of this Clause following
email address of the Sponsor /

Sponsor’s representative shall be

used:

until further notice.

In case the Agreement will be disclosed in
breach with the Contract Registry Act and
/ or this Agreement, the Institution shall
immediately but not later than within 2
days as of becoming aware of such breach
or as of receipt of the written request from
the Sponsor / Sponsor’s representative
eliminate the breach and ensure that the
disclosure meets Contract Registry Act as
well as this Agreement;

d. Zdravotnické zafizeni zvefejni
Smlouvu do 2 mésicii ode dne
podpisu této Smiouvy;

Zdravotnické zatizeni
informuje  Zadavatele o
provedeném zvetejnéni

Smlouvy: (i) v registru smluv,
pokud je to mozné,
Zdravotnické zafizeni uvede
e-mailovou adresu zastupce
Zadavatele za ucelem
poskytnuti potvrzeni 0
zvetejnéni  Smlouvy;  (ii)
Vv ptipad¢ varianty (i), ze vySe
zminéné by nemohlo byt
provedeno, Zdravotnické
zafizeni musi do 5 pracovnich
dnit od obdrZeni potvrzeni o
zvetejnéné Smlouvé postoupit
tuto informaci a pfislusny
dikaz zastupci Zadavatele.
Pro tucely tohoto bodu
Smlouvy se pouzije
nasledujici e-mailova adresa
zastupce Zadavatele:

uvedena jina.

V piipadé, Zze se Smlouva zvefejni v
rozporu se zakonem o registru smluv a /
nebo vrozporu stouto Smlouvou, bude
Zdravotnické zatizeni neprodlené,
nejpozdéji vSak do 2 dnit od uvédomeni si
takového poruSeni nebo ke dni doruceni
pisemné Zadosti od zastupce Zadavatele,
eliminovat poruseni a zajisti, aby
zvetejnéni spliiovalo podminky z&konu o
registru smluv i této Smlouvy.
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IN WITNESS WHEREOF, the Parties have
executed this ICTA in 3 (three) originals by their
duly authorized officers or representatives.

Vienna, 19 July 2017

BOEHRINGER INGELHEIM
RCV GmbH & Co KG

ppa.

Dr. Sebastian Gruson
Head Legal Department

Fakultni nemocnice Brno

Fakultni nemocnice Brno
MUDr. Roman Kraus, MBA - director / feditel

| the undersigned

hereby declare and confirm that | read and
understood the Agreement and the ICTA, | agree
to be appointed as the Principal Investigator of the
Trial on behalf of the Institution, and | undertake
to comply with all the conditions, provisions,
instructions and stipulations of the local
regulations, the Agreement and the ICTA.

Principal Investigator / Hlavni zkousejici
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NA DUKAZ TOHO Smluvni strany podepsaly
tuto ICTA ve 3 (tfech) originalech svymi fadné
zmocnénymi zastupci.

Dr. Csilla Ponner
Regional Head Therapeutic Area Management

Ja, nize podepsany

timto prohladuji a potvrzuji, ze jsem Si
prostudoval(a) Smlouvu a ICTA, Ze jejich
ustanovenim rozumim, a souhlasim se svym
jmenovanim Hlavnim zkousejicim v ramci Studie
jménem Zdravotnického zafizeni a zavazuji se
dodrzovat vSechny podminky, ustanoveni, pokyny
a nafizeni mistnich ptredpisii, Smlouvy a ICTA.
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Appendix 1 Priloha 1

Payment Schedule for BI CT No. 1321.7 Harmonogram plateb pro BI CT ¢. 1321.7
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