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CONTRACT AMENDMENT #1TO
CLINICAL TRIAL AGREEMENT

This CONTRACT AMENDMENT # 1 TO
CLINICAL TRIAL AGREEMENT
(“Contract Amendment # 1”), effective as of the
day of publishing in accordance with the Act
No. 340/2015 Coll. On the Register of
Contracts, with the parties being bound by its
wording as of 20t January 2020 (the “Contract

Biotest / 995

DODATEK C. 1 KE SMLOUVE O
PROVEDENI KLINICKEHO
HODNOCENI

Tento DODATEK C. 1 KE SMLOUVE O
PROVEDENI KLINICKEHO
HODNOCENI (dale jen ,Dodatek &. 1 ke
Smlouvé”) Gcinny ke dni uvetejnéni dle
zékona ¢. 340/2015 Sb., o registru smluv,
(déle jen ,,.Datum ucinnosti Dodatku ¢. 1 ke
Smlouvé™), stim, Ze smluvni strany jsou jeho

Amendment #1 Effective Date”), is by and
between:

Fakultni nemocnice Kralovské Vinohrady,
located at Srobarova 1150/50, Post gode (PSC):
100 34, Praha 10, Czech Republic, IC (company
ID number): 00064173, DIC (VAT no.):
CZ00064173, represented by Prof. MUDr. Petr
Arenberger, DrSc., MBA, FCMA, director,
reference no.: KH 62/2018, cost center: 35031
(the “Institution*), and

Pharmaceutical Research Associates CZ
s.r.o., located at Praha 7, Jankovcova 1569/2c,
Post Code (PSC): 170 00, Czech Republic, IC
(company ID number): 27636852, the limited
liability company duly registered in the
Commercial Register of the Czech Republic
maintained by the Municipal Court in Prague,
Section C, Entry 120574, represented by XXX
(hereinafter referred to as “PRA”), an affiliate
of PHARMACEUTICAL RESEARCH
ASSOCIATES INC., located at 4130 ParkLake
Avenue, Suite 400, Raleigh, North Carolina
27612, USA (hereinafter referred to as “PRA
US”), acting as an independent contractor for
Biotest AG located at Landsteinerstrasse 5,
Post Code (PSC): 63303, Dreieich, Germany
(hereinafter referred to as the “Sponsor”). PRA
has agreed to accept certain obligations and
duties of PRA US in respect of the conduct of
the clinical trial in Czech Republic; and

znénim vazany od 20. ledna 2020 a je uzavien
mezi:

Fakultni nemocnici Kralovské Vinohrady
se sidlem Srobarova 1150/50, PSC: 100 34,
Praha 10, Ceska republika, IC: 00064173,
DIC: CZ00064173, zastoupenou Prof. MUDr.
Petrem Arenbergerem, DrSc., MBA, FCMA,

feditelem, jednaci ¢islo: KH 62/2018,
nakladové stfedisko: 35031 (dale jen
»Zdravotnické zatfizeni); a

spole¢nosti  Pharmaceutical  Research

Associates CZ, s.r.o., se sidlem Praha 7,
Jankovcova 1569/2¢c, PSC: 170 00, Ceska
republika, IC: 27636852, spoletnosti s
ruenim omezenym ftadné zapsanou Vv
Obchodnim  rejstitku  Ceské  republiky
vedeném Méstskym soudem v Praze, oddil C,
vlozka 120574, zastoupenou XXX (dale jen

~PRA"), pobockou spole¢nosti
PHARMACEUTICAL RESEARCH
ASSOCIATES INC., se sidlem 4130

ParkLake Avenue, Suite 400, Raleigh,
Severni Karolina 27612, USA (déale jen ,PRA
US*) jednajici jako nezavisly dodavatel
spole¢nosti  Biotest AG se sidlem
Landsteinerstrasse 5, PSC: 63303, Dreieich,
Spolkova republika Némecko (dale jen
»Zadavatel*). Spole¢nost PRA se zavazuje
prevzit urcité zavazky a  povinnosti
spolecnosti PRA US tykajici se provadeéni
klinického hodnoceni v Ceské republice; a
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Doc. MUDr. FrantiSsek Duska, Ph.D., an
employee of the Institution, born on XXX,
domiciled at XXX, who shall serve as the
principal investigator (“Investigator”) for the
Study as defined below.

The Institution and the Investigator may be
collectively referred to as the “Site”.

WITNESSETH:

WHEREAS, under the terms of a
certain Clinical Trial Agreement, dated 26 April
2019, and as amended (the “Agreement”)
between and among the parties, PRA retained
the Institution and Investigator to perform the
research study entitled “A Phase I,
randomized, controlled, multicenter study in
patients undergoing major spine surgery to
investigate the efficacy and the safety of intra-
operative use of BT524 (human fibrinogen
concentrate)” (the “Study”), bearing protocol
number 995, sponsored by Biotest AG, as more
particularly described in the Agreement; and

WHEREAS, the parties hereto have
entered into certain additional agreements with
respect to modification of the Agreement, and
which they desire to memorialize in this
Contract Amendment # 1;

NOW, THEREFORE, in
consideration of the premises and of the
following mutual promises, covenants and
conditions hereinafter set forth, the parties
hereto agree as follows:
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Doc. MUDr. Frantiskem Duskou, Ph.D,,
zaméstnancem  Zdravotnického  zatfizeni,
datum narozeni XXX, bytem na adrese XXX,
ktery bude vystupovat jako hlavni zkousejici
(dale jen ,,Zkousejici*) odpovidajici za Studii,
jak je definovéano niZze.

Zdravotnické zafizeni a Zkousejici mohou byt
dale spole¢né oznacovani jen jako ,,ReSitelské
centrum*.

NECHT JE STVRZENO:

VZHLEDEM K TOMU, ZE na
zakladé Smlouvy o provedeni klinického
hodnoceni mezi smluvnimi stranami ze dne
26. dubna 2019, ve znéni pozdéjsich dodatki
(dale jen ,Smlouva”), PRA zavazala
Zdravotnické zafizeni a ZkouSejiciho k
provadéni klinické vyzkumné studie pod
nazvem .Randomizovanad, aktivné
kontrolovana multicentrickd studie faze 11
hodnotici ucinnost a bezpeclnost
intraoperacniho pouZiti pvipravku BT524
(koncentrat lidského fibrinogenu) u pacienti
podstupujicich  velkou operaci pdteie
(AdFIrst)“ (dale jen ,Studie“), s cislem
protokolu 995, sponzorované ze strany
spole¢nosti Biotest AG, jak je podrobngji
popsana ve Smlouve; a

VZHLEDEM K TOMU, ZE
smluvni strany se dohodly na zméné obsahu
Smlouvy, kterazto ma byt zaznamenana v
tomto dodatku ¢. 1 ke Smlouve;

SE NYNI TIMTO sohledem na
predpoklady a nasledujici vzajemné ptisliby,
dohody a podminky dale ustanovené smluvni
strany dohodly takto:
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1. Screen failures. To account for changes in 1.

the reimbursement for valid screen failures,
the Exhibit A “Payment Terms”, section
5. Other Payments, part b) Screen
Failures is hereby stricken and replaced as
follows:

“Screen Failures. PRA will pay the
Institution for valid Screen Failures. Costs
associated with subjects who are valid
Screen Failures will be paid at a rate of
XXX,- CZK per Screen Failure that already
fails before the operation and additionally
XXX,- CZK for Screen Failure that fails
intra-operatively, as defined in Exhibit B
Budget. The total amount of paid Screen
Failures is not limited.”

Budget / Payment Schedule. To account
for changes to the services and costs under
the Agreement, the parties agree that the
Budget attached to the Agreement as
Exhibit B is hereby stricken and replaced
by the revised Budget attached hereto as
Revised Exhibit B to reflect the increase of
budget due to:

XXX
XXX
XXX
XXX
XXX
XXX

Subject recruitment. To account for
changes in subject recruitment, the Exhibit
A “Payment Terms”, section 1. Subject
recruitment is amended and replaced as
follows:
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NetspéSny screening. Za ucelem
zohlednéni zmén ve vyplaceni odmény za
platny neuspésny screening se Ptiloha A
»Platebni podminky*, sekce 5. Ostatni
platby, oddil b) NetspéSny screening
timto odstranuje a nahrazuje nasledovne¢:

»Neuspésny screening. Spolecnost PRA
bude Zdravotnickému zarizeni vypléacet
odménu 7a subjekty, jejichz neuspésny
screening bude platny ve vysi XXX,- K¢za
neuspesny screening, ktery nastal pred
operaci a XXX,- K¢ za neuspésny
screening, ktery nastane behem operace,
jak je definovano v rozpoctu v Priloze B.
Celkovy pocet proplacenych neuspésnych
screeningil neni omezen.

Rozpocet / Rozvrh plateb. Za ucelem
zohlednéni zmén ve sluzbéch a nakladech
ve Smlouvé strany souhlasi, ze Rozpocet
ptilozeny ke Smlouvé jako Ptiloha B se
timto odstrafiuje a je nahrazen
revidovanym Rozpo¢tem pfilozenym nize
jako Revidovana Ptiloha B. NavySeny
rozpocet zohlediuje:

XXX
XXX
XXX
XXX
XXX
XXX

Nabor subjekti hodnoceni. Za ucelem
zohlednéni zmén vnaboru subjekti
hodnoceni strany souhlasi, Ze se Pfiloha A
»Platebni podminky*, sekce 1. Nabor
subjekti hodnoceni méni a nahrazuje
nasledovné:
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*“Subject recruitment. PRA anticipates that
the Site will recruit approximately XXX
Study subjects, but makes no guarantees
regarding thisnumber. Site shall not recruit
or enroll additional subjects without the
prior written approval of PRA or Sponsor,
and neither PRA or Sponsor will beliable
for compensation for unauthorized subjects
in excess of the number specified above.
PRA will advise on recruitment progress
and notify sites when recruitment is
complete.”

Ratification of Balance of Agreement. In 4.

all other respects, the terms of the
Agreement are hereby ratified and affirmed
by each of the parties hereto.

Headings. The headings in this Contract 5.

Amendment # 1 are for convenience of
reference only and shall not affect its
interpretation.

Biotest / 995

.»INdbor subjektit hodnoceni. Spolecnost
PRA predpokldada, ze Resitelské centrum
zaradi XXX Subjektz Studie, za tento
pocet se vsak Zadnym  zpiisobem
nezarucuje. Bez predchoziho souhlasu
spolecnosti PRA a Zadavatele nebude
Resitelské centrum nabirat ani zarazovat
zadné dalsi Subjekty Studie a spolecnost
PRA ani Zadavatel nebudou povinni
vyplatit odmeénu za neschvalené Subjekty
Studie nad vySe uvedeny pocet.
Spolecnost PRA bude informovat o
pribéhu naboru a upozorni resitelska
centra, jakmile bude nabor ukoncen. “

Potvrzeni obsahu Smlouvy. Ve vsech
ostatnich  ohledech jsou podminky
Smlouvy schvéleny a potvrzeny kaZzdou
smluvni stranou této Smlouvy.

Nadpisy. Nadpisy uvedené v tomto
Dodatku ¢. 1 ke Smlouvé maji pouze
informativni vyznam a nemaji jakykoli
vliv na vyklad Smlouvy.

SIGNATURES
FOLLOWING PAGE

APPEAR ON PODPISY JSOU UVEDENY NA

NASLEDUJICI STRANE
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IN WITNESS WHEREOF, the parties
hereto, each by a duly authorized
representative, have executed this Contract
Amendment# 1 on the date(s) indicated below,
but effective for all purposes as of the Contract
Amendment # 1 Effective Date.
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NA DUKAZ TOHO {4adn& zmocnéni zastupci
smluvnich stran podepsali tento Dodatek €. 1
ke Smlouvé dne, jak je uvedeno dale, ale s
ucinnosti pro vechny ucely k datu tc¢innosti
Dodatku €. 1 ke Smlouvé.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, s.r.o.

By/Podepsal:

Authorised Signature / podpis zmocnéného zastupce
Name/Jméno: XXX
Title/Funkce: XXX

Date/Datum:

INSTITUTION / ZDRAVOTNICKE ZARIZENI

By/Podepsal:

Authorised Signature/ podpis zmocnéného zastupce

Name/Jméno:
Title/Funkce: director / feditel

Date/Datum:

INVESTIGATOR / ZKOUSEJICI

By/Podepsal:

Prof. MUDr. Petr Arenberger, DrSc., MBA, FCMA

Name/Jméno:
Title/Funkce: Investigator / ZkouSejici

Date/Datum:

Doc. MUDr. Frantisek Duska, Ph.D.
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REVISED EXHIBIT B/ REVIDOVAN’A Plv(iLOIiIAB
REVISED BUDGET / REVIDOVANY ROZPOCET
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