-1207

AMENDMENT No.1
TO THE
CLINICAL TRIAL AGREEMENT
PMR-EC-1207,
(»Amandment no 1)

DODATEK ¢.1
K
SMLOUVE O KLINICKEM HODNOCENI
PMR-EC-1207
(dile jen ,,dodatek ¢. 1**)

Entered:

Astellas Pharma s.r.o.
Sokolovska 100/94
186 00 Praha 8

ICO: 26432765

DIC: CZ26432765
Represented by

L ASTELLANS™)
a

Fakultni nemocnice v Motole
V uvalu 84, 150 06 Praha 5

Represented by [N
I

(“Institution”);

Uzaviena mezi:

Astellas Pharma s.r.o.
Sokolovska 100/94

186 00 Praha 8

1CO: 26432765

DIC: CZ26432765
Jednaiici jednateli

(dale jen ,,ASTELLAN™)
a

Fakultni nemocnici v Motole
ICO: 00064203

V Uvalu 84, 150 06 Praha 5
Zastoupena
I

(dale jen “Zdravotnické zarizeni™);

WHEREAS, the Parties entered into that
certain clinical trial agreement dated 27.12.2011 (the
“Agreement”) regarding Protocol PMR-EC-1207
entitled “A Phase II, Parallel Group, Randomized,
Multicentre, Open Label Study to Compare the
Pharmacokinetics of Tacrolimus in De Novo
Pediatric Allograft Recipients Treated with an
Advagraf® or Prograf® Based Immunosuppressive
Regimen, Including a Long-Term Follow-Up* (the
Protocol) as related to
(the ,,study drug®)

WHEREAS, the Protocol has been amended
allowing study patients to continue in Part C long-

term follow up until
1S avallable for use 1In

pediatrics; and

WHEREAS, the Parties now desire to
amend the Agreement pursuant to the terms and
conditions as set forth herein.

NOW THEREFORE, in consideration of
the above Recitals, the mutual covenants contained
herein, and other good and valuable consideration,
the receipt and sufficiency of which are hereby
acknowledged, the Parties hereby understand and
agree as follows:

VZHLEDEM K TOMU, Ze strany uzaviely smlouvu o
klinickém hodnoceni dne 27. 12.2011 (,,smlouva®)
ohledng protokolu ¢. PMR-EC-1207 s néazvem ,,A Phase
I1, Parallel Group, Randomized, Multicentre, Open Label
Study to Compare the Pharmacokinetics of Tacrolimus in
De Novo Pediatric Allograft Recipients Treated with an
Advagraf® or Prograf® Based Immunosuppressive
Regimen, Including a Long-Term  Follow-Up

+(-protokol’, _ tykajiciho - |

(,,zZkoumany 1€k*“);

VZHLEDEM K TOMU, Ze protokol byl upraven tak,
aby umoziioval  subjektim  klinického hodnoceni
pokradovani v Casti C dlonhodobého sledovéni do dobv.
neZ bude

B dostupny k pediatrickemu pouziti, a

VZHLEDEM K TOMU, 7e strany si nyni pfeji
upravit smlouvu podle podminek tak, jak je uvedeno v
tomto dodatku;

PROTO NYNI, na zikladé vySe uvedenych
vyjadfeni, vzdjemnych smluv obsazenych v tomto
dodatku & 1 ana zdklad¢ dal§ich fadnych okolnosti,
jejichz ptijeti a dostate¢nost jsou timto doloZeny, strany
chapou a dohodly se nasledovné:

1. S vyjimkou vyslovné pravy timto dodatkem ¢. 1
zlstavaji vSechny podminky smlouvy v platnosti

1
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1.

Except as expressly modified by this First
Amendment, all of the terms and conditions of
the Agreement shall remain in full force and
effect. All terms used herein shall have the same
meaning as ascribed to them in the Agreement.
To the extent any term or provision of this First
Amendment conflicts with any term or provision
of the Agreement, the terms and provisions of
this First Amendment shall prevail.

The Parties agree to conduct the Study in
accordance with the amended Protocol. All
terms and conditions set forth in the Agreement
requiring compliance with the Protocol shall be
subject to the same degree of compliance with
the amended Protocol.

. In consideration of Your performance of the

additional services according to the amended
Protocol, ASTELLAS agrees to compensate You
as stated in the additional Study budget attached
hereto as Exhibit A (“Additional Study
Budget”).

The Parties hereby agree that this First
Amendment shall be executed in counterparts,
including pdfs, and all such counterparts shall
constitute one agreement, binding upon each
Party.

a uginnosti. Vechny zde pouzité terminy budou mi
stejny vyznam, jaky je jim pfipsan v smlouvé. V
rozsahu, vjakém jsou jakékoli podminky nebo
ustanoveni tohoto dodatku &. 1 v rozporu s jakoukoli
podminkou nebo ustanovenim smlouvy, budou mit
ptednost podminky a ustanoveni tohoto dodatku €. 1.

N

Strany souhlasi provést studii v souladu s upravenym
protokolem. Vsechny podminky uvedené v tomto
dodatku &. 1, které vyzaduji soulad s protokolem,
musi byt do stejné miry vsouladu supravenym
protokolem.

3. Spoletnost ASTELLAS souhlasi stim, Ze Vam
zaplati za pinéni dodateénych sluzeb podle
upraveného protokolu tak, jak je uvedeno
v dodateéném rozpodtu studie, ktery je pfipojen
k tomuto dodatku ¢&. 1 jako Pfiloha A (,,Dodate¢ny
rozpocdet studie®).

4. Strany timto souhlasi, e tento dodatek &. 1 bude
podepséan ve dovou stejnopisech, véetné prilohy A, a
viechny takové stejnopisy budou tvofit jeden
dokument, ktery bude zavazny pro ob¢ strany.

Astellas Pharma, s.r.o.

PODEPSAL na zéklad& plné moci Astellas Pharma, s.r.o.

PODE e
jednat

JMEN

PODEPSAL:

Fakyltni nemochnice v Motole
JMENO

DATUN

PODEP

f, J ' I. )
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EXHIBIT A
Additional Study Budget

1. Site-Related Fees. ASTELLAS shall pay
Institution for the following reasonable and
verifiable Site-Related Fees incurred in support of
the Study. The Parties agree that each Site-Related
Fee, as stated below, consist of all costs associated
with such service. Institution shall invoice
ASTELLAS upon completion of such service and

PRILOHA A
Dodatecny rozpodet studie

. Poplatky souvisejici s pracovistém. Spoleénost

ASTELLAS  uhradi  zdravotnickému  zafizeni
nasledujici pfiméfené a ovéfitelné poplatky souvisejici
s Iékarnou vynaloZené na podporu studie. Strany
souhlasi stim, Ze kazdy poplatek souvisejici
s pracovistém, jak je uveden niZe, predstavuje
vSechny néklady spojené s takovou sluzbou. Zatizeni
vystavi fakturu spole¢nosti ASTELLAS po dokonéeni
takové sluzby aposkytne Astellas veskerou
podptirnou dokumentaci potéebnou pro ucely platby.

provide ASTELLAS with all supporting
documentation required for payment.
Fee Name and Payment Payment
Description Amount Frequency
Drug Shipment - yearly

2. Payments.
Invoices should be addressed to:

Astellas Pharma s.r.0.
Sokolovska 100/94
186 00 Praha 8

ICO: 26432765
DIC: CZ26432765

Payment for undisputed invoices will be
made within forty-five (45) days of invoice
receipt.

Nazev a popis Frekvence
poplatku VvSe platby platby
PHijem  zasilky .
1é¢iv roene
2. I'Jhrady

Faktury je tfeba doru€ovat na nasledujici adresy:

Astellas Pharma s.t.0.
Sokolovska 100/94
186 00 Praha 8

1CO: 26432765
DIC: CZ26432765

Uhrada nerozporovanych faktur prob&hne do
tiiceti (30) dni od obdrZeni faktury.




