Dodatek 2 ke
Smlouvé o klinickém hodnoceni
¢. 08/0VZ/12/042-P

Tento Dodatek 2 ke Smlouvé o klinickém
hodnoceni (,,Dodatek 2*) mezi:

PPD Czech Republic, s.r.o., se sidlem
Bud¢jovicka alej, Antala Staska 2027/79, 140 00
Praha 4, Ceska republika, dcefinna spoleénost
PPD International Holdings GmbH., jednajici
prostiednictvim MUDr. Dariny Hrdlickové -
jednatelky spolecnosti a zapsand v obchodnim
rejstitku vedeném Mestskym soudem v Praze,
cast C, €. vlozky 37941.

IC: 63671077
DIC: CZ63671077
(,PPD")

a

Fakultni nemocnice Ostrava, se sidlem 17.
listopadu 1790/5, 708 52 Ostrava - Poruba,
Ceska republika, ve vécech této smlouvy
opravnén jednat a podepisovat: MUDr. Josef
Srovnal, naméstek fteditele pro léCebnou péci.
Z¥izovaci listina MZ CR ze dne 25. listopadu
1990 ¢.j. OP-054-25.11.90

IC: 00843989

DIC: CZ00843989

Bankovni spojeni: CSOB, a.s., Hollarova 3,
Ostrava

¢.0.: 8010-0309258333/0300

IBAN: CZ29 0300 0080 1003 0925 8333
SWIFT: CEKO CZ PP

Variabilni symbol: 64907778

dale jen ,,poskytovatel

a

prof. MUDr. Roman Héjek, CSc.,

s pracovistém na adrese: Ustav klinické
hematologie Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava - Poruba,
Ceska republika

dale jen “zkousejici”

Amendment 2to
Agreement on Clinical Study
no. 08/0VZ/12/042-P

This Amendment 2 to Agreement on Clinical
Study (“Amendment 2”) between:

PPD Czech Republic, s.r.o., registered address
at Budejovicka alej, Antala Staska 2027/79, 140
00 Prague 4, Czech Republic a subsidiary of
PPD International Holdings GmbH., represented
by MUDr. Darina Hrdlickova, executive of the
company, and registered in the Commercial
Register at the Municipal Court in Prague,
Section C, Insert 37941.

Company ID no.: 63671077
Tax ID no.: CZ63671077
(“PPD”)

and

Fakultni nemocnice Ostrava, registered address
at 17. listopadu 1790/5, 708 52 Ostrava, Czech
Republic, entitled to act and sign: MUDr. Josef
Srovnal, associate directore for medical care.
Incorporation deed of the Ministry of Health of
Czech Republic dated 25th November 1990 no.
OP-054-25.11.90

Company ID no.: 00843989

Tax ID no: CZ00843989

Bank information: CSOB, a.s., Hollarova 5
Ostrava

Acc. No.: 8010-0309258333/0300

IBAN: CZ29 0300 0080 1003 0925 8333
SWIFT: CEKO CZ PP

Refference no.: 64907778

further, the “Medical Facility*

and

prof. MUDr. Roman Hajek, CSc.,

with his office at Ustav klinicke hematologie
Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava — Poruba,
Czech Republic

further, the “Investigator*
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je doplitkem Smlouvy o klinickém hodnoceni
mezi PPD, poskytovatelem a zkouSejicim, ktera
byla plné¢ podepsana dne 5. listopadu 2012 a
dodatku 1 podepsaného dne 12. Unora 2013
(,Smlouva®).

SMLUVNI STRANY PROHLASUJI, ZE

VZHLEDEM K TOMU, Ze PPD, poskytovatel a
zkouSejici uzavieli smlouvu, podle které
poskytovatel/zkousejici poskytuji PPD urcité
sluzby spojené s klinickym hodnocenim dle
protokolu ¢. C16010 s nazvem: “ A Phase 3,
Randomized, Double-Blind, = Multicenter
Study Comparing Oral MLN9708 plus

Lenalidomide and Dexamethasone versus
Placebo plus Lenalidomide and
Dexamethasone in Adult Patients with
Relapsed and/or  Refractory = Multiple
Myeloma ”, a

VZHLEDEM K TOMU, Ze si smluvni strany
pfeji upravit podminky Smlouvy, jak je
stanoveno v tomto dodatku 2,

DOHODLY SE smluvni strany sohledem na
obsah tohoto dodatku 2 a s Umyslem byt jim
pravng vazany takto:

1. doplnit Smlouvu nasledovné:

o Ptiloha ¢.1 smlouvy bude vyjmuta a plné
nahrazena pfilohou €. 1 tohoto dodatku

2. Dodatek 2 se podpisem smluvnich stran stane
soucasti smlouvy a veSkeré odkazy na
smlouvu budou znamenat odkaz na smlouvu
v¢etné dodatku 2.

3. VSechna ostatni ustanoveni a podminky
smlouvy zUstavaji v plné platnosti a
ucinnosti. V ptipad¢€ jakéhokoli rozporu mezi
ustanovenimi smlouvy a tohoto dodatku 2
budou rozhodujici a tidici ustanoveni tohoto
dodatku 2.

4. VeSkera pouzita terminologie, ktera neni blize
definovana vtomto dodatku 2 bude mit

shall be an Amendment to that certain
Agreement on Clinical Study between PPD,
Medical Facility and Investigator fully executed
on 5" of November 2012 and Amendment 1 fully
executed on 12" February 2013 (“Agreement”).

WITNESSETH

WHEREAS, PPD, Medical Facility and
Investigator have entered into the Agreement
pursuant to which the Medical
Facility/Investigator provides certain clinical
study services to PPD according to protocol no.
C16010 entitled: “ A Phase 3, Randomized,
Double-Blind, Multicenter Study Comparing
Oral MLN9708 plus Lenalidomide and
Dexamethasone  versus Placebo plus
Lenalidomide and Dexamethasone in Adult
Patients with Relapsed and/or Refractory
Multiple Myeloma ”; and

WHEREAS, the parties desire to amend the
terms of the Agreement as set forth herein.

NOW, THEREFORE, for the valuable
consideration contained herein, and intending to
be legally bound, the parties agree as follows:

1. to update the Agreement with the following :

. the Appendix 1 of the Agreement shall re
removed and fully replaced with the Appendix 1
to this Amendment

2. Upon execution, this Amendment 2 shall be
made a part of the Agreement and shall be
incorporated by reference therein.

3. All other terms and conditions of the
Agreement shall remain in full force and
effect. In the event of any conflict between
the terms of the Agreement and this
Amendment 2, the terms of this Amendment
2 shall govern and control.

4. All capitalized terms used, but not otherwise
defined herein, shall have the meanings

Millenium C16010 — Amendment 2 Institution 3-way CTA - Pl Hajek
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stejny vyznam jako je uvedeno ve smlouvé. ascribed to them in the Agreement.

NA DUKAZ SOUHLASU se znénim dodatku IN WITNESS OF THEIR CONSENT to this
2 pripojuji smluvni strany své podpisy nize. Amendment 2, the Parties have signed below.

PPD:

Datum/Date:

Poskytovatel/ Medical Facility:

MUDr. Josef Srovnal

Datum/Date:

Zkousejici / Investigator:

Prof. MUDr. Roman Hajek, CSc.

Datum/Date:
Seznam pfiloh k tomuto dodatku 2: List of appendices to this Amendment 2:
Ptiloha ¢. 1: Rozpis plateb Appendix no. 1: Payment Schedule
Millenium C16010 — Amendment 2 Institution 3-way CTA - Pl Hajek 3/3
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Dodatek 1 ke
Smlouvé o klinickém hodnoceni
¢. 08/0VZ/12/042-P

Tento Dodatek 1 ke Smlouvé o klinickém
hodnoceni (,,Dodatek 1*) mezi:

PPD Czech Republic, s.r.o., se sidlem
Bud¢jovicka alej, Antala Staska 2027/79, 140 00
Praha 4, Ceska republika, dcefinna spoleénost
PPD International Holdings GmbH., jednajici
prostiednictvim MUDr. Dariny Hrdlickové -
jednatelky spolecnosti a zapsand v obchodnim
rejstitku vedeném Mestskym soudem v Praze,
cast C, €. vlozky 37941.

IC: 63671077
DIC: CZ63671077
(,PPD")

a

Fakultni nemocnice Ostrava, se sidlem 17.
listopadu 1790/5, 708 52 Ostrava - Poruba,
Ceska republika, zastoupena MUDir.
Svatoplukem Némeckem, MBA, feditelem
nemocnice, ve vécech této smlouvy opravnén
jednat a podepisovat: MUDr. Josef Srovnal,
naméstek feditele pro 1é¢ebnou péci.

IC: 00843989

DIC: CZ00843989

Bankovni spojeni: CSOB, a.s.
Ostrava

¢.u.: 8010-0309258333/0300
IBAN: CZ29 0300 0080 1003 0925 8333
SWIFT: CEKO CZ PP

Variabilni symbol: 64907778

dale jen ,,poskytovatel

Hollarova 5,

a

prof. MUDr. Roman Héjek, CSc.,

s pracovistém na adrese: Ustav klinické
hematologie Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava - Poruba,

Amendment 1 to
Agreement on Clinical Study
no. 08/0VZ/12/042-P

This Amendment 1 to Agreement on Clinical
Study (“Amendment 1) between:

PPD Czech Republic, s.r.o., registered address
at Budejovicka alej, Antala Staska 2027/79, 140
00 Prague 4, Czech Republic a subsidiary of
PPD International Holdings GmbH., represented
by MUDr. Darina Hrdlickova, executive of the
company, and registered in the Commercial
Register at the Municipal Court in Prague,
Section C, Insert 37941.

Company ID no.: 63671077
Tax ID no.: CZ63671077
(“PPD”)

and

Fakultni nemocnice Ostrava, registered address
at 17. listopadu 1790/5, 708 52 Ostrava, Czech
Republic, represented by MUDr. Svatopluk
Nemecek, MBA, hospital director, in connection
with this Agreement, entitled to act and sign:
MUDr. Josef Srovnal, associate directore for
medical care.

Company ID no.: 00843989

Tax ID no: CZ00843989

Bank information: CSOB, a.s., Hollarova 5
Ostrava

Acc. No.: 8010-0309258333/0300

IBAN: CZ29 0300 0080 1003 0925 8333
SWIFT: CEKO CZ PP

Refference no.: 64907778

further, the “Medical Facility*

and

prof. MUDr. Roman Hajek, CSc.,

with his office at Ustav klinicke hematologie
Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava — Poruba,

Millenium C16010 — Amendment 1 Institution 3-way CTA - Pl Hajek
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Ceska republika
dale jen “zkousejici”

je dopliitkem Smlouvy o klinickém hodnoceni
mezi PPD, poskytovatelem a zkouSejicim, ktera
byla pIn¢ podepsana dne 5. listopadu 2012
(,Smlouva®).

SMLUVNI STRANY PROHLASUJI, ZE

VZHLEDEM K TOMU, Ze PPD, poskytovatel a
zkouSejici uzavieli smlouvu, podle které
poskytovatel/zkouSejici poskytuji PPD urcité
sluzby spojené s klinickym hodnocenim dle
protokolu ¢. C16010 sndzvem: “ A Phase 3,
Randomized, Double-Blind, = Multicenter
Study Comparing Oral MLN9708 plus
Lenalidomide and Dexamethasone versus

Placebo plus Lenalidomide and
Dexamethasone in Adult Patients with
Relapsed and/or Refractory  Multiple
Myeloma ”, a

VZHLEDEM K TOMU, Ze si smluvni strany
preji upravit podminky Smlouvy, jak je
stanoveno v tomto dodatku 1,

DOHODLY SE smluvni strany sohledem na
obsah tohoto dodatku 1 a s Umyslem byt jim
pravné vazany takto:

1. doplnit Smlouvu nasledovné:

o Ptiloha ¢.1 smlouvy bude vyjmuta a plné
nahrazena pfilohou €. 1 tohoto dodatku

2. Dodatek 1 se podpisem smluvnich stran stane
soucasti smlouvy a veSkeré odkazy na
smlouvu budou znamenat odkaz na smlouvu
véetné dodatku 1.

3. V8echna ostatni ustanoveni a podminky
smlouvy =zUstavaji v plné platnosti a
ucinnosti. V ptipad¢ jakéhokoli rozporu mezi
ustanovenimi smlouvy a tohoto dodatku 1
budou rozhodujici a tidici ustanoveni tohoto
dodatku 1.

4. VVeSkera pouzitd terminologie, ktera neni blize

Czech Republic
further, the “Investigator*

shall be an Amendment to that certain
Agreement on Clinical Study between PPD,
Medical Facility and Investigator fully executed
on 5™ of November 2012 (“Agreement”).

WITNESSETH

WHEREAS, PPD, Medical Facility and
Investigator have entered into the Agreement
pursuant to which the Medical
Facility/Investigator provides certain clinical
study services to PPD according to protocol no.
C16010 entitled: “ A Phase 3, Randomized,
Double-Blind, Multicenter Study Comparing
Oral MLN9708 plus Lenalidomide and
Dexamethasone  versus  Placebo  plus
Lenalidomide and Dexamethasone in Adult
Patients with Relapsed and/or Refractory
Multiple Myeloma ”; and

WHEREAS, the parties desire to amend the
terms of the Agreement as set forth herein.

NOW, THEREFORE, for the valuable
consideration contained herein, and intending to
be legally bound, the parties agree as follows:

1. to update the Agreement with the following :

o the Appendix 1 of the Agreement shall re
removed and fully replaced with the Appendix 1
to this Amendment

2. Upon execution, this Amendment 1 shall be
made a part of the Agreement and shall be
incorporated by reference therein.

3. All other terms and conditions of the
Agreement shall remain in full force and
effect. In the event of any conflict between
the terms of the Agreement and this
Amendment 1, the terms of this Amendment
1 shall govern and control.

4. All capitalized terms used, but not otherwise

Millenium C16010 — Amendment 1 Institution 3-way CTA - Pl Hajek
Approved for signature 22.1.2013
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definovana vtomto dodatku 1 bude mit defined herein, shall have the meanings
stejny vyznam jako je uvedeno ve smlouve. ascribed to them in the Agreement.

NA DUKAZ SOUHLASU se znénim dodatku IN WITNESS OF THEIR CONSENT to this
1 pF¥ipojuji smluvni strany své podpisy nize. Amendment 1, the Parties have signed below.

PPD:

Datum/Date:

Poskytovatel/ Medical Facility:

MUDr. Josef Srovnal

Datum/Date:

Zkousejici / Investigator:

Prof. MUDr. Roman Hajek, CSc.

Datum/Date:

Seznam pfiloh k tomuto dodatku 1: List of appendices to this Amendment 1:

Priloha ¢. 1: Rozpis plateb Appendix no. 1: Payment Schedule

Millenium C16010 — Amendment 1 Institution 3-way CTA - Pl Hajek
Approved for signature 22.1.2013 3/3



Smlouva o klinickém hodnoceni

v

C. 08/0VZ/12/042-P

PPD Czech Republic, s.r.o.,

se sidlem Bud¢jovicka alej, Antala StaSka
2027/79, 140 00 Praha 4, Ceska republika
dcefinna spole¢nost PPD International Holdings
GmbH., zastoupend MUDr. Darinou Hrdlickovou
— jednatelkou spole¢nosti a zapsana v obchodnim
rejstiiku vedeném Méstskym soudem v Praze, ¢ast
C, & vlozky 37941 (viz piiloha &. 6).

ICO: 63671077
DIC: CZ63671077
XXXXXXXXXX XXX

) 0.9.0.0.0.0.9.0.0.0.9.0.0 ¢
dale jen “PPD”

a

Fakultni nemocnice Ostrava, se sidlem 17.
listopadu 1790/5, 708 52 Ostrava - Poruba, Ceska
republika, zastoupena MUDr. Svatoplukem
Némeckem, MBA, feditelem nemocnice, ve
vécech této smlouvy opravnén jednat a
podepisovat: MUDr. Josef Srovnal, nameéstek
feditele pro léCebnou péci. Ziizovaci listina MZ
CR ze dne 25. listopadu 1990 &j. OP-054-
25.11.90 (kopie zfizovaci listiny tvoii piilohu ¢. 7)

IC: 00843989

DIC: CZ00843989

Bankovni spojeni: CSOB, a.s. , Hollarova 5,
Ostrava

¢.0.: 8010-0309258333/0300

IBAN: CZ29 0300 0080 1003 0925 8333

SWIFT: CEKO CZ PP

Variabilni symbol: 64907778

dale jen ,,poskytovatel”

a

prof. MUDr. Roman Héjek, CSc.,

s pracovisttm na adrese: Ustav klinické
hematologie Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava - Poruba,
Ceska republika

dale jen “zkousejici”

Millenium C16010 — Institution 3-way CTA - Pl Hajek
Approved for signature ZL 20 July 2012

Agreement on Clinical Study
C. 08/0VZ/12/042-P

PPD Czech Republic, s.r.o.,

with its registered address at Budejovicka alej,
Antala Staska 2027/79, 140 00 Prague 4, Czech
Republic a subsidiary of PPD International
Holdings GmbH., represented by MUDr. Darina
Hrdlickova, executive of the company, and
registered in the Commercial Register at the
Municipal Court in Prague, Section C, Insert
37941 (see Appendix no. 6).

Company ID no.: 63671077
Tax ID no.: CZ63671077
XXXXXXXXXXXKX
XXXXXXXXXXXXX

further, “PPD”

and

Fakultni nemocnice Ostrava, registered address
at 17. listopadu 1790/5, 708 52 Ostrava, Czech
Republic, represented by MUDr. Svatopluk
Nemecek, MBA, hospital director, in connection
with this Agreement, entitled to act and sign:
MUDr. Josef Srovnal, associate directore for
medical care. Incorporation deed of the Ministry
of Health of Czech Republic dated 25th
November 1990 no. OP-054-25.11.90(copy of
incorporation deed forms Appendix no.7)

Company ID no.: 00843989

Tax ID no: CZ00843989

Bank information: CSOB, a.s., Hollarova 5
Ostrava

Acc. No.: 8010-0309258333/0300

IBAN: CZ29 0300 0080 1003 0925 8333
SWIFT: CEKO CZ PP

Refference no.: 64907778

further, the “Medical Facility*

and

prof. MUDr. Roman Hajek, CSc.,

with his office at Ustav klinicke hematologie
Fakultni nemocnice Ostrava

17. listopadu 1790/5, 708 52 Ostrava — Poruba,
Czech Republic

further, the “Investigator*
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dale spole¢né jen “smluvni strany”
uzaviraji tutos mlou v u:

2)

3)

I
Predmét a ucel smlouvy

1) Pfedmétem smlouvy je klinické hodnoceni
humanniho 1é¢ivého piipravku MLN9708

(dale jen “hodnocené léc¢ivo”) (dale jen
“klinické hodnoceni”), které provadi PPD
jako  nezavisly subjekt ve  prospéch
farmaceutické firmy Millennium
Pharmaceuticals, Inc.,, 40 Landsdowne
Street, Cambridge, MA 02139 USA,
zastoupena v EU  spole¢nosti  Clinical
Technology Centre (International)
Limited, Granta Park, Great Abington,
Cambridge CB21 6GQ, Velk4 Britanie (plna
moc zadavatele pro svého zastupce v EU tvofi
ptilohu €. 3), ktera je vyrobcem lécCiva, (dale
jen “zadavatel”) podle protokolu ¢. C16010

snadzvem: “ A Phase 3, Randomized,
Double-Blind, Multicenter Study
Comparing Oral MLN9708 plus

Lenalidomide and Dexamethasone versus
Placebo plus Lenalidomide and
Dexamethasone in Adult Patients with
Relapsed and/or Refractory Multiple
Myeloma ”, ktery je timto odkazem piilohou
¢. 9 této smlouvy a podrobné popisuje
¢innosti  provadéné v ramci klinického
hodnoceni a rozdéleni zodpovédnosti mezi
smluvni strany.

UCelem smlouvy je stanovit podminky k
provedeni klinického hodnoceni a vymezit
prava a povinnosti smluvnich stran pro prib¢h
a provedeni klinického hodnoceni nejvySe
profesiondlnim zptisobem (v¢etné¢ vcasného
poskytovani vSech dat a informaci tykajicich
se klinického hodnoceni, a CRF — Case Report
Forms).

Poskytovatel prohlasuje, Ze jak on tak i
zkousSejici maji zkuSenosti, schopnosti, v péci
pfiméfeny pocet odpovidajicich subjektt
hodnoceni a zdroje, vcetné¢ persondlu a
vybaveni, aby mohli pfesné, ucelné¢ a vcas
provést klinické hodnoceni profesionalnim a

Millenium C16010 — Institution 3-way CTA - Pl Hajek
Approved for signature xx 20 July 2012

further jointly, the “Parties*
concludethisAgreement:

1)

2)

3)

.
Subject and purpose of the Agreement

The subject of the Agreement is the clinical
evaluation of the Study Drug MLN9708
(further, the “Study Drug”) (further, the
“Clinical Study”), which PPD is conducting
as an independent contractor for the benefit
of a pharmaceutical company, Millennium
Pharmaceuticals, Inc.,, 40 Landsdowne
Street, Cambridge, MA 02139 USA,
represented in the EU by Clinical
Technology Centre (International)
Limited, Granta Park, Great Abington,
Cambridge CB21 6GQ, United Kingdom
(POA or EU representative is attached hereto
as Appendix no. 3), which is the producer of
the Study Drug (further, the “Sponsor”)
pursuant to protocol C16010: “A Phase 3,
Randomized, Double-Blind, Multicenter
Study Comparing Oral MLN9708 plus
Lenalidomide and Dexamethasone versus
Placebo plus Lenalidomide and
Dexamethasone in Adult Patients with
Relapsed and/or Refractory Multiple
Myeloma”, which is by this reference in
Appendix no. 9 to this agreement and
describes in detail the activities conducted in
the Clinical Study and the division of
responsibilities among Parties.

The purpose of the agreement is to set out
conditions for conducting the Clinical Study
and to provide the rights and obligations of
the Parties for conducting the Clinical Study,
in highly professional manner (which shall
include but not be limited to, submitting all
data and other information related to the
Study in a timely manner, including all case
report forms).

The Medical Facility declares that it, and the
Investigator, have the experience, capability,
adequate number of study subjects in care
and resources including, but not limited to,
personnel and equipment to accurately,
efficiently and expeditiously perform the

2/25



4)

5)

kvalifikovanym zplisobem a Ze tyto zdroje
budou trvale pouzZivat tak, aby klinické
hodnoceni takto provedli.

Poskytovatel zajisti, Ze veSkery personal
(v€etné zkousejiciho a jakykoliv jiny povéteny
pracovnik) poskytujici sluzby v souvislosti
s klinickym hodnocenim (,,studijni tym®)
jsou:

a) Radn&  kvalifikovani a

rrrrrr

vyskoleni

klinického hodnocent;

b) Informovani o jejich  odpovédnosti
vyplyvajici ztéto smlouvy a  vazani
poskytovateli k odpovédnostem dle této
smlouvy;

c) Byt vazani dohodou o mlcenlivosti jak je
uvedeno Vv této smlouve;

d) Povinni pievest jakdkoliv prava dusevniho
vlastnictvi  vyplyvajici  z jejich  prace
v klinickém hodnoceni na poskytovatele.

Poskytovatel pisemné oznami spole¢nosti PPD
pokud rozvdze zaméstnanecky pomér se
zkousejicim, nebo pokud zkouSejici neni
schopen nebo ochoten dale provadét klinické
hodnoceni. Poskytovatel poskytne spole¢nosti
PPD  souhlas  knahradé¢  zkousejiciho,
poptipad¢ souhlas spole¢nosti PPD ukoncit
tuto smlouvu, pokud pfiméfend ndhrada
nebude moci byt =zajisténa. O nahrazeni
hlavniho zkouSejiciho bude sepsan dodatek
k této smlouve.

6) Poskytovatel zajisti informovanost a souhlas

7)

studijniho tymu s tim, Ze spole¢nost PPD a
zadavatel budou shromazd’ovat, pouzivat,
zpracovavat a zveiejnovat jejich osobni udaje,
vcetné jejich jména, adresy, kvalifikace a
zkuSenosti v klinickém hodnoceni, jejich
finan¢ni daje vztahujici se mimo jiné
k obdrzené odmén¢ a finanéni nahradé a dalSi
Udaje (,,osobni (daje”), k administrativnim
ucelum v souvislosti s klinickym hodnocenim.

Poskytovatel zajisti védomost a souhlas
studijniho tymu s tim, Ze vySe uvedené osobni

Millenium C16010 — Institution 3-way CTA - Pl Hajek
Approved for signature xx 20 July 2012

4)

5)

6)

7)

Clinical Study in a professional and
competent manner and shall use these
resources at all times to perform the Clinical
Study in such manner.

The Medical Facility will ensure that all

personnel (including the Investigator and any

permitted  subinvestigator) performing

services in connection with the Clinical

Study (“Study Staff”) are:

a) Appropriately qualified and trained to
perform their Study related obligations;

b) Informed of their obligations under the
Agreement and are bound by obligations
to the Medical Facility to abide by the
requirements of the Agreement;

c) Subject to confidentiality obligations
comparable to those contained in the
Agreement;

d) Required to assign ownership of any
intellectual property rights in the results
of their work on the Clinical Study to
Medical Facility.

Medical Facility will notify PPD in writing if
the Investigator’s affiliation with the Medical
Facility ceases or if the Investigator is unable
or unwilling to continue the Clinical Study,
and will provide PPD with the right to
approve any replacement Investigator and, if
a suitable replacement cannot be found,
permit PPD to terminate the Agreement. An
amendment to this Agreement shall be
concluded about the replacement of the
Principal Investigator.

Medical Facility will ensure that the Study
Staff acknowledges and consents to PPD’s
and Sponsor’s collection, use, processing,
and disclosure of their personal information,
including details of his/her name, address,
qualifications and clinical trials experience,
financial information relating to, among other
matters, compensation and reimbursement
payments and other personal data (“Personal
Information”) for administrative purposes in
connection the Clinical Study.

Medical Facility will ensure that the Study
Staff understand and agree that the above
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8)

9)

1)

2)

Gdaje mohou, Vv pfipadé nutnosti, byt
poskytnuty etickym komisim a statnim
uradum jak v zemi kde je klinické hodnoceni
provadéno, tak i wvdalSich zemich, dle
povinnosti vyplyvajicich z piislusnych zakonut
a pozadavki pro ucely ICH/GCP nebo
ochrany udaji pfi auditech nebo jinych
kontrolach.

Zkousejici a poskytovatel prohlasuji, Ze jsou
nezavislymi dodavateli a nebudou povazovani
za zaméstnance nebo zastupce spolecnosti
PPD nebo zadavatele, pti¢emz je obecné
rozuméno, Ze zkouSejici je zaméstnancem
poskytovatele.

V ptipad¢ jakéhokoli rozporu ¢i neshody mezi
nalezitostmi obsazenymi v protokolu a v této
smlouvé budou smluvni podminky urcujici
pro plnéni pravnich zavazki smluvnich stran,
zatimco protokol bude urcujici pro zplsob
vedeni tohoto klinickeho hodnoceni.

1.
Zahdjeni klinického hodnoceni

Klinické hodnoceni bude zahdjeno na zakladé
povoleni Statniho tstavu pro kontrolu 1é¢iv,
souhlasného stanoviska pfislusné lokalni
etické komise a prislusSné multicentrické etické
komise (dale jen ,,etické komise*).

Kopie rozhodnuti a souhlasného stanoviska
podle odst. 1 budou uloZeny v zdravotnickém
zatizeni u zkouSejiciho v dokumentaci o
provedeni Klinického hodnoceni. Kopie
rozhodnuti tvofi pfilohu ¢.5

Misto a doba provedeni klinického hodnoceni a

1)

resSitelské centrum

Klinické hodnoceni bude provedeno v Ustavu
klinické hematologie poskytovatele (dale jen
Jresitelské centrum®), v Cele se zkouSejicim
jako  hlavnim  zkouSejicim a  dalSimi
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8)

9)

1)

2)

1)

listed Personal Information may, if necessary,
be made available to ethics committees and
government authorities located both in the
country in which the Clinical Study will be
carried out and in other countries, or
otherwise as required by applicable law, or as
necessary for the purposes of ICH/GCP or
data protection audits or inspections.

The Investigator and the Medical Facility
declare that they are independent contractors
and should not be considered as employees
or agents of PPD or the Sponsor, although it
is generally understood that the Investigator
is an employee of the Medical Facility.

If there is any discrepancy or conflict
between the terms contained in the Protocol
and this Agreement, the terms of the
Agreement shall govern and control with
regards to legal obligations of the parties and
the Protocol shall govern and control with
regards to the conduct of the Clinical Study.

1.
Commencement of the Clinical Study

The Clinical Study will be commenced on the
basis of a permit from the State Institute for
Drug Control, the concurring opinion of the
relevant local ethics committee and the
relevant multi-center ethical committee
(further, the “Ethics Committees®).

Copies of the decision and of the concurring
opinion pursuant to par. 1 will be filed at the
Medical Facility, with the Investigator, in the
documentation about the conduct of the
Clinical Study. Copies of the decisions are
contained in Appendix no. 5

.
Place and term of conducting the Clinical
Study and the study centre

The Clinical Study shall be conducted at
Clinic of Clinical Hematology of the
Medical Facility (further, the “study
centre”), headed by the Investigator as the
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2)

3)

4)

5)

povéfenymi pracovniky — studijnim tymem.

Ke zméné tesitelského centra a ve jmenovani
¢i doplnéni poverenych pracovnikt miize dojit
jen po dohod¢ PPD, poskytovatele a
zkousejiciho. Pisemny doklad o takové
dohodé¢ musi byt uloZzen v dokumentaci o
provedeni klinického hodnoceni.

Klinické hodnoceni nebude v feSitelském
centru zahdjeno dfive nez vejde v platnost tato
smlouva a budou splnény dalsi podminky
vyzadované piisluSnymi pravnimi predpisy.
Predpoklddany cas potiebny k provedeni
klinického hodnoceni je od XXxX do XXXXX.

Klinické hodnoceni subjekti nebude zahdjeno
diive, nez bude obdrzen souhlas vSech
ptislusnych etickych komisi a jakdkoliv dalsi
povoleni, kterd jsou nezbytnd Kk provadéni
tohoto klinického hodnoceni.

Ukaze-li se v prub¢hu klinického hodnocenti,
ze nebude mozné jej ukonCit véas v
pfedpoklddaném terminu, zkouSejici je tuto
skute¢nost povinen neprodlené oznamit PPD.

V.

Zikladni podminky pro provadéni klinického

hodnoceni

1) Zkousejici provede klinické hodnoceni pti

dodrZzeni této smlouvy, platnych pravnich
predpisi, vcetné pfislusnych zékond o
ochrané osobnich udaji a zejména zakona ¢.
378/2007 Sb., o 1é¢ivech, ve znéni pozdéjsich
predpisi, zakona ¢. 372/2011 Sh.,, o
zdravotnich sluzbach, ve znéni pozdéjsich
piedpisi, vyhlasky ¢. 226/2008 Sh., kterou se
stanovi spravna Kklinicka praxe a bliZsi
podminky klinického hodnoceni 1éCiv, ve
znéni  pozdéjsich ptedpist, vsouladu s
poskytnutymi informacemi a ve shod¢ se

zakladnimi  podminkami a  zasadami
stanovenymi:
a) v protokolu klinického hodnoceni

vydaném zadavatelem, ktery je timto
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Principal Investigator and other authorized
employees — Study Staff.

2) Changes in the study centre and appointment

or addition of authorized employees can be
made only after agreement between PPD, the
Medical Facility and the Investigator. A
written document about such agreement must
be filed in the documentation about the
conduct of the Clinical Study.

3) The Clinical Study will not be started in the

study centre before this agreement becomes
valid and other conditions required by
relevant legal regulations are fulfilled. The
entire Clinical Study is planned to be
conducted from XXXXXXX t0 XXXXXXXXX.

4) No patient treatments will be initiated prior

to receipt of approval of all relevant Ethics
Committees and any other approvals required
to conduct the Study.

5) If, during the Clinical Study, it becomes

apparent that the Clinical Study will not be
completed on schedule, the Investigator has
to notify PPD immediately.

V.
Basic conditions for conducting the Clinical
Study

1) While conducting the Clinical Study, the

Investigator  shall comply with the
Agreement, all valid legal regulations,
including any applicable data privacy laws,
and in particular Act no. 378/2007 Coll. on
Pharmaceuticals, as amended, Act no.
372/2011 Coll. on Medical Services, as
amended, Decree no. 226/2008 Coll. on the
Good Clinical Practice and Detailed
Conditions  for  Clinical  Studies of
Pharmaceuticals, as amended, in accordance
with the information provided, and in
accordance with the basic conditions and
principles provided by:

a) the protocol of the Clinical Study issued
by the sponsor which forms Appendix no.
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2)

3)

odkazem piilohou ¢. 9 této smlouvy a
v souladu s pozadavky vsech piislusnych
etickych ~ komisi.  Pfipadné zmény
protokolu lze provést jen s pisemnym
souhlasem zadavatele a vSech smluvnich
stran, na zakladé ohlaSeni Statnimu
ustavu pro kontrolu 1é€iv [popt. schvaleni
Statnim Ustavem pro kontrolu 1é¢iv] a
souhlasného stanoviska etické komise,
ledaze je to nezbytné Kk odvraceni
akutniho nebezpeci hroziciho subjektim
hodnoceni. ZkouSejici se zavazuje na
diikkaz svého souhlasu postupovat podle
protokolu piedat PPD podepsanou stranu
protokolu nazvanou Protocol Signature
Page

b) v instrukci zadavatele  nazvané
Investigator brochure obsahujici veSkeré
v soucasné dob¢ znamé informace o
léCivu a  jeho vlastnostech. Tento
dokument ptreda zadavatel fesSitelskému
centru a bude pfipojen k dokumentaci o
provedeni klinického hodnoceni; a

c) v povoleni vydaném k provedeni
klinického hodnoceni Statnim Ustavem
pro kontrolu 1éciv v ptipadech, kdy
klinické hodnoceni vyZaduje takovéto
povoleni, jakoZ i souhlasném stanovisku
etickych  komisi ve smyslu ¢l 1L
smlouvy.

Klinické hodnoceni bude provedeno ve shodé
s etickymi normami Ceské lékaiské komory,
sprdvnou  klinickou praxi, podminkami
vychézejicimi z Helsinské deklarace Svétoveé
asociace 1ékart ve verzi z roku 1996, jakoz i
smérnici o Spravné klinické praxi (Guideline
for Good Clinical Practice) stanovenou
mezinarodni konferenci pro harmonizaci
technickych  pozadavki  pro registraci
humannich 1é¢ivych piipravki (International
Conference for Harmonization of Technical
Requirements for the Registration of
Pharmaceuticals for Human Use), (dale jen
ICH GCP Guidelines) popi. dalSimi
ptisluSnymi obecné zavaznymi dokumenty.

Béhem provadéni klinického hodnoceni

Millenium C16010 — Institution 3-way CTA - Pl Hajek
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2)

3)

9 of this agreement and in strict
accordance with the requirements of all
relevant Ethics Committees. The protocol
can be changed only with the written
consent of Sponsor and all Parties, on the
basis of a notification to the State
Institute for Drug Control [or an approval
from the State Institute for Drug Control]
and the concurring opinion of the Ethics
Commission, unless to eliminate an
immediate hazard to study subjects. The
Investigator agrees, as an evidence of his
consent to follow the protocol, to deliver
to PPD the signed page of the protocol
titled Protocol Signature Page

b) the  Sponsor’s instruction titled
Investigator brochure which contains all
presently known information about the
Study Drug and its qualities. The Sponsor
shall deliver this document to the study
centre and it shall be attached to the
documentation about the conduct of the
Clinical Study; and

c) the permit to conduct the Clinical Study
issued by the State Institute for Drug
Control, in cases where such permit is
required, and the concurring opinion of
the Ethics Commission as specified in
art. I. of the agreement.

The Clinical Study shall be conducted in
accordance with the ethical standards of the
Czech Medical Association, good clinical
practice, conditions under the World Medical
Association’s  Declaration of  Helsinki,
version from year 1996, and the Guideline
for Good Clinical Practice set by the
International Conference for Harmonization
of Technical Requirements for the
Registration of Pharmaceuticals for Human
Use (further the “ICH GCP Guidelines”) and

other  generally  accepted applicable
documents.
In performing the Clinical Study, Institution
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poskytovatel a zkouSejici (jejich
zaméstnanci, ani zmocnénci) (i) nebudou
nabizet, slibovat, schvalovat ani pfijimat
jakékoliv hodnotné predméty, véetné uplatki
vetejnym Cinitelim nebo od nich, regulacnim
organim nebo od nich, nebo od kohokoliv
nebo komukoliv jinému za tcelem ovlivnéni,
piinuceni nebo odmény jakéhokoliv cCinu,
necinnosti nebo  rozhodnuti  k zajiSténi
nespravné vyhody, vcetné¢ ziskdni nebo
zajiSténi zakdzky; a (i) budou jednat
v souladu s veskerymi piislusnymi
protikorupénimi  nebo  protiuplatkaiskymi
zakony a predpisy. Poskytovatel bude,
v pfipadé zjisténi jakéhokoliv  poruseni
povinnosti poskytovatele/zkousejiciho
tykajici se tohoto ustanoveni, neprodlené
PPD informovat.

4) Dokumenty uvedené v odst. 1 pism. a) a b)

5)

6)

jsou diveérné a informace o jejich obsahu
mohou byt poskytnuty jen pracovnikiim
fesitelského centra povefenym ¢i
jmenovanym podle ¢l. [, odst. 1 této
smlouvy a organiim a institucim uvedenym v
¢l. VL.

Zkousejici se dale zavazuje predat PPD tadné
vyplnény a podepsany formulat FDA 1572,
je-li tento zadavatelem poZadovan.

Ptislusné¢ zdznamy tykajici se tohoto
klinického hodnoceni, v¢etné zaznamu o
identifikaci subjekti hodnoceni, klinickych
pozorovanich, laboratornich testech, pfijeti
1€kt a jejich predani, budou nalezit¢ vedeny
tak, aby hlavni zkouSejici a poskytovatel byli
schopni  poskytnout zadavateli hodnoceni
uplné a presné informace o vSech aspektech a
vysledcich tohoto klinického hodnoceni.
Spolecnosti PPD a/nebo zadavateli bude po
piiméfeném avizu umoznéno tyto studijni
zaznamy (vcetné vyse uvedenych) provérovat
a auditovat.

7) ZkouSejici a poskytovatel budou informovat

spoleCnost PPD o prubéhu klinického

Millenium C16010 — Institution 3-way CTA - Pl Hajek
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4)

5)

6)

7)

and Investigator (and their employees and
agents) (i) shall not offer to make, make,
promise, authorize or accept any payment or
anything of value, including bribes, to or
from any public official, regulatory authority
or anyone else for the purpose of
influencing, inducing or rewarding any act,
omission or decision in order to secure an
improper advantage, including to or obtain or
retain business; and (ii) shall comply with all
applicable anti-corruption and anti-bribery
laws and regulations. Institution shall notify
PPD and Sponsor immediately upon
becoming aware of any breach of
Institution/Investigator’s obligations under
this Section.

The documents specified in par. 1 (a) and (b)
are confidential, and information about their
contents may be provided only to employees
of the study centre authorized or named
pursuant to art. Ill. par. 1 of this agreement
and to institutions specified in art. VI.

The Investigator agrees further, to deliver to
PPD a duly completed and signed form FDA
1572, if the Sponsor requires so.

Adequate records with respect to the Clinical
Study shall be maintained, including without
limitation records relating to subject
identification, clinical observations,
laboratory tests, and drug receipt and
disposition, in all cases sufficient to enable
the Principal Investigator and Medical
Facility to furnish the Sponsor with complete
and accurate information regarding all
aspects and results of the Clinical Study. PPD
and/or Sponsor shall be allowed to inspect
and audit the records (including without
limitation records relating to subject
identification, clinical observations,
laboratory tests, and drug receipt and
disposition) and other Clinical Study related
information upon reasonable advance notice.

Investigator and Medical Facility will keep
PPD informed of the status of the Study, and
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8)

1)

2)

3)

4)

hodnoceni a budou neprodlené¢ informovat
spolecnost PPD o jakémkoliv uskute¢néném

nebo podezielém pochybeni v provedeni
hodnoceni nebo podvodu ze strany
zkousejiciho  tymu v souvislosti s timto

klinickym hodnocenim.

Poskytovatel poveéii fadné kvalifikovaného
zamé&stnance na funkci dozorce 1ékarny, aby
zajistil spravné zachazeni S
hodnocenym 1é¢ivem v souladu se Spravnou
Lékarenskou Praxi. Lékarna poskytovatele
bude zodpovidat za piijem zésilky
hodnoceného 1é¢iva a vydej hodnoceného
léciva  zkouSejicimu nebo jim povéerené
osob¢.

V.
Vybér subjektii hodnoceni pro Kklinické
hodnoceni a informovany souhlas

Nabor subjektt v klinickem hodnoceni je
kompetitivni.

Zatazeni subjektd hodnoceni do klinického
hodnoceni bude mozné:

a) jen s pisemnym informovanym (,,ICF")
souhlasem podle § 51 odst. 2 pism. h)
zak. ¢. 378/2007 Sb., ve znéni pozdéjsich
ptredpist, a § 8 vyhlasky ¢. 226/2008 Sh.,
véetné¢ prilohy, ve znéni pozd¢jsich
predpist, a po fadném pouceni, popf.

b) vsouladu s poZadavky stanovenymi v §
52 zak. ¢. 378/2007 Sb., ve znéni
pozd¢jsich predpisi.

Pfi zpracovani, vyzadani a uchovani ICF jsou
PPD, zkousejici i poskytovatel povinni dbat
ptislusnych pravnich ptedpisi a doporuceni
uvedenych zejména v ¢l. TV. této smlouvy.
Schvaleny ICF bude
poskytovateli/zkouSejicimu poskytnut
spole¢nosti PPD.

Doklad tykajici se této dohody zkouSejici
uchovd dle internich pfedpisi svého
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8)

will immediately notify PPD of any actual or
suspected research misconduct or fraud by
Study Staff in connection with this clinical
trial.

The Medical Facility will authorize an
employee appropriately qualified to act as the
controller of the pharmacy to secure proper
handling of the Study Drug in accordance
with Good Pharmaceutical Practice. The
pharmacy of the Medical Facility shall be
responsible for receipt of the Study Drug a
forwarding the Study Drug to the Principal
Investigator or person authorised by the
Principal Investigator.

V.

Selection of trial subjects for Clinical Study

1)

2)

3)

and informed consent

The enrolment of Study Subjects in the
Clinical Study is competitive.

The study subjects may be included in the
Clinical Study only:

a) with informed written consent (“ICF”)
pursuant to 8 51 par. 2 (h) of Act no.
378/2007 Coll., as amended, and § 8
Decree no. 226/2008 Coll., including
annex, as amended, and after they have
been duly instructed, or

b) in compliance with the legal requirements
stipulated in § 52 of Act no. 378/2007
Coll., as amended.

When drafting, requesting and filing the ICF,
PPD, the Investigator and the Medical
Facility have to comply with the relevant
legal regulations and recommendations
mentioned, in particular, in art. IV. of this
agreement. An approved ICF will be
provided to the Medical Facility/Investigator
by PPD.

4) The Investigator will retain such document

according to the policies of the Medical
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5)

6)

7)

poskytovatele a na vyZadani poskytne jeho
kopii zadavateli klinického hodnoceni. Zadny
subjekt klinického hodnoceni pfi tom nemize
byt zatfazen do hodnoceni bez ziskani tohoto
ICF.

klinického
hodnoceni

Pokud zkousejici
hodnoceni  zjisti,
zafazeny  do  klinického  hodnoceni
nevyhovuje  jeho  kritériim, v souladu
s protokolem subjekt hodnoceni z klinického
hodnoceni vyfadi a okamzité o tom v souladu
s protokolem informuje PPD resp. po dohod¢
s PPD, vpfipadé vyjimky, postupuje
v souladu s touto dohodou a vyjimkou.

v prubéhu
Ze subjekt

Zkousejici, poskytovatel i PPD jsou povinni
v prabéhu klinického hodnoceni i po jeho
ukonceni dbat ptislusnych pravnich predpist
o ochran¢ osobnich udaji a informaci o
osobnich pomérech subjekti hodnoceni
zatfazenych do klinického hodnoceni.

Krev, tekutina a tkanové vzorky odebrané
subjektim  hodnoceni  (v€etné  vSech
hmotnych materidl ziskanych z téchto
vzorku) (,,Biologické vzorky*) musi byt
shromazd'ovany, uchovavany, pouzivany, a
piredavany pouze v souladu s protokolem a
ptislusného ICF.

Z4dna dalsi mnoZstvi biologickych vzorkd
nebudou odebirana nebo vyhrazena pro
pouZziti ve vyzkumu, pokud to neni uvedeno v
protokolu.

Po ukonéeni nebo zruSeni Klinického
hodnoceni poskytovatel a/nebo zkousejici
vrati nebo zlikviduje biologické vzorky dle
pokynti spolecnosti PPD.

VI.

Sledovani (monitorovani) a kontrola priibéhu

klinického hodnoceni

Millenium C16010 — Institution 3-way CTA - Pl Hajek
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5)

6)

7)

Facility and will forward a copy to the
Sponsor upon request. No subject may be
enrolled in the Study until such ICFhas been
obtained.

If the Investigator discovers during the
course of the Clinical Study that a study
subject included in the Clinical Study does
not meet its criteria, he shall in accordance
with the protocol remove the study subject
from the Clinical Study and immediately in
accordance with the protocol inform PPD or,
as an exception, after agreement with PPD
leave the study subject in the Clinical Study
in accordance with this agreement and
exception.

The Investigator, the Medical Facility, and
PPD are required, during the Clinical Study
and after it is completed, pursuant to the
applicable legal regulations, to ensure
protection of personal data and information
about personal situation of the study subjects
included in the Clinical Study.

Blood, fluid, and tissue samples collected
from subjects (including any tangible
materials derived from such samples)
(“Biological Samples®) must be collected,

retained, used, and transferred only in
accordance with the Protocol and the
applicable ICF.

No additional quantities of Biological

Samples will be collected or reserved for use
in research not described in the Protocol.

Upon completion or termination of the
Clinical Study, Medical Facility and/or
Investigator will deliver or dispose of the
Biological Samples according to PPD’s
instructions.

VI.

Monitoring and inspection of the conduct of

the Clinical Study
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1)

2)

3)

4)

Pribéh a provadéni klinického hodnoceni,
Udaje, dokumentace klinického hodnoceni a
prostory, budou kontrolovany a sledovany ve
smyslu pravnich pfedpisi a doporuceni
uvedenych zejména v ¢l IV. odst.1 této
smlouvy povéfenymi pracovniky PPD,
kterym poskytovatel i zkouSejici umozni
piistup ke vSem informacim ziskanym v
ramci klinického hodnoceni i1 k vysledkiim
laboratornich testi, vySetfeni a jinych
zaznamu o subjektech hodnoceni zafazenych
do klinického hodnoceni.

Pribéh klinického hodnoceni a jeho vysledky
mohou byt kontrolovany také auditory PPD
¢i zadavatele; tim neni dotéeno pravo
kontroly piisluinych statnich organit CR a
zahrani¢nich kontrolnich tfadu. Poskytovatel
a zkouSejici se zavazuji  poskytnout
zminénym auditorim veSkera klinickd data
zapsand do CRF (case report form) jakoZ i
dalsi relevantni informace, véetné
generovanych jako vysledky provadéného
klinického hodnoceni.

Obdrzi-li  poskytovatel nebo zkouSejici
oznameni 0 tom, ze misto provadéni
klinického hodnoceni bude predmétem
Setfeni €1 auditu jakéhokoli statniho ¢i
kontrolniho  organu, uvédomi o tom
neprodlen¢ PPD a pieda spole¢nosti PPD a
zadavateli kopie jakékoliv korespondence
s danym kontrolnim organem v souvislosti
s klinickym hodnocneim. Jestlize néktera ze
smluvnich stran neobdrzi takoveé oznameni o
Setfeni ¢i auditu pfedem, uvédomi PPD pfi
prvni vhodné piilezitosti a dle moznosti
umozni zadavateli pfedem posoudit a
pfipominkovat ~ vyznamnou  komunikaci
s kontrolnim organem tykajici se klinického
hodnoceni. Poskytovatel a zkouSejici umozni
spolecnosti PPD a zadavateli nebo jeho
zmocnéncum ucastnit se regulacnich auditd
nebo kontrol.

Poskytovatel a zkouSejici neprodlené
provedou veskeré kroky nezbytné
k napraveni nesrovnalosti nalezenych pfi
monitora¢ni navstéve, kontrole ¢i auditu.
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1)

2)

3)

4)

The conduct of the Clinical Study, data, study
records and facilities, shall be inspected and
monitored in accordance with the legal
regulations and recommendations stated, in
particular, in art 1V. par. 1 of this agreement
by PPD’s authorized employees, to whom the
Medical Facility and the Investigator shall
permit access to all information acquired in
the Clinical Study and to all results of
laboratory tests, examinations and other
records about the study subjects included in
the Clinical Study.

The conduct and results of the Clinical Study
may also be inspected by PPD’s or the
Sponsor’s auditors; this does not affect the
right of inspection of the relevant authorities
of the Czech Republic and foreign inspection
offices. The Medical Facility and the
Investigator agree to provide to the above-
mentioned auditors all clinical data recorded
in the CRF (case report form) as well as other
relevant information, including information
generated as results of the conducted Clinical
Study.

In the event that the Medical Facility or
Investigator receives notice that the Clinical
Study site shall be the subject of an
investigation or audit by any governmental or
regulatory authority, the Party receiving such
notice shall inform PPD immediately and
shall provide PPD and Sponsor copies of any
correspondence to or from a regulatory
authority relating to the Clinical Study. In the
event that any of the Parties does not receive
prior notice of such investigation or audit, the
party shall notify PPD at the first available
opportunity and, when practicable, will
permit Sponsor to review and comment in
advance upon any significant communication
to a regulatory authority concerning the
Clinical Study. The Medical Facility and the
Investigator will allow PPD, Sponsor or its
designee to attend any regulatory audits or
inspections.

The Medical Facility and the Investigator
shall promptly take steps to correct any
deficiencies found by any such monitoring
visits, inspection or audit.
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5)

1)

2)

3)

Kazdy ze subjekti klinického hodnoceni
musi byt poucen podle ¢l. V. odst. 2 této
smlouvy a informovan také o tom, Ze (daje
ziskané o ném v pribéhu klinického
hodnoceni mohou byt pro ucely kontroly
pouzity a piedlozeny také piisluSnym
kontrolnim organtim.

VII.
Jin& ustanoveni

PPD poskytne poskytovateli a zkouSejicimu
veSkery material vymezeny protokolem
klinického hodnoceni, ktery je nezbytny k
provadéni klinického hodnoceni tak, aby
mohla byt dodrzena doba trvani klinického
hodnoceni predpokldadanda v ¢l III. této
smlouvy.

Spole¢nosti PPD  poskytnuté hodnocené
1é¢ivo 1 ostatni material, jejichZ specifikace je
uvedena v protokolu o klinickém hodnoceni
(L. TV. odst. 1 pism. a) této smlouvy) pouZzije
feSitelské centrum a zkouSejici pouze pro
provadéni klinického hodnoceni. VSechny
hodnotici materialy, které nebudou pouzity v
ramci klinického hodnoceni, vrati reSitelské
centrum a zkousejici PPD.

hodnocené [é¢ivo muze byt uchovavano,
subjektim klinického hodnoceni podano,
nebo s nim nakladano pouze prosttednictvim
studijniho tymu, pod ptimym dohledem
zkousejiciho, a to pouze vramci vedeni
tohoto klinického hodnoceni. Hodnocené
[é¢ivo nesmi byt poskytnuto jiné teti osobé
mimo osob pfesn¢ stanovenych v protokolu a
musi byt pouzito pouze v souladu
s podminkami protokolu nebo dle instrukci
spolecnosti PPD nebo zadavatele.

4) Poskytovatel a zkouSejici budou uchovavat

dokumentaci ohledn¢ pouziti a podani
hodnoceného 1é¢iva a vrati nebo zajisti
likvidaci hodnoceného 1é¢iva a materialii na
konci  klinického hodnoceni nebo jeho
ptedCasného  ukonceni  dle  instrukei
spolec¢nosti PPD a na naklady zadavatele.
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5)

1)

2)

3)

4)

Each of the study subjects must be instructed
pursuant to art. V. par. 2 of this agreement
and also informed that the data acquired
about him in the course of the Clinical Study
may be used and submitted to the appropriate
inspection authorities for purposes of
inspection.

VII.
Other provisions

PPD shall provide the Medical Facility and
the Investigator with all materials specified
by the Clinical Study protocol, which are
necessary to conduct the Clinical Study, so
that the term of the Clinical Study provided
in art. 111. of this agreement can be met.

The study centre and the Investigator shall
use the Study Drug and other material
provided by PPD, the specifications of which
are provided in the Clinical Study protocol
(art. 1V par. 1 (a) of this agreement), only for
conducting the Clinical Study. The study
centre and the Investigator shall return to
PPD all evaluation materials, which are not
used in the Clinical Study.

The Study Drug may be handled, stored and
administered only by Study Staff under the
direct supervision and control of the
Investigator, and only for the purpose of
conducting the Study. The Study Drug may
not be transferred to any third party except as
specifically provided in the Protocol, and
may be used only in accordance with the
Protocol or as otherwise directed by PPD or
Sponsor.

The Medical Facility and the Investigator
will maintain records on the use and
disposition of the Study Drug, and will
deliver or dispose of the Study Drug and
equipment at the completion or termination
of the Clinical trial according to PPD’s
instructions and at Sponsor’s cost.
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5)

6)

7)

8)

Zkousejici a poskytovatel se
uschovat veSkerou dokumentaci o provedeni
klinického  hodnoceni i  dokumentaci
vztahujici se k subjektim hodnoceni az do
doby, kdy zadavatel nebo PPD oznami
zkouSejicimu ¢i  poskytovateli, Ze dalSi
uschovdvani dokumentace neni potieba,
nejméné¢ vSak po dobu 15 let od data
ukonceni klinického hodnoceni. Pro pfipad,
Ze prvotni Udaje budou dostupné pouze
v elektronické podobé, zavazuje se zkousejici
pro ucely jejich ovétfeni potidit vytisky téch
dat, kterd se tykaji subjektti hodnoceni a jsou
vyznamna pro klinické hodnoceni. Tyto
vytisky budou opatieny datem a podpisem
zkousejiciho a fadné uchovany. Poskytovatel
a zkouSejici nebudou likvidovat Zadna data
nebo dokumenty bez ptedchoziho pisemného
oznameni zadavateli a moznosti dalSiho
skladovani na naklady zadavatele.

Poskytovatel a zkouSejici budou uchovavat
aktualni zdravotni dokumentaci subjekt
hodnoceni a zaru¢i jeji ptesnost, Uplnost,
Citelnost a vCasné doruCeni zaznaml
klinického hodnoceni (CRF) a veSkerych
dalSich pozadovanych zdznami zadavateli.

Zadavatel bude opravnén uchovavat originaly
vSech CRF (Case Report Forms), které budou
zaroven jeho vlastnictvim. Origindly vSech
dalSich zdznamu a materiala budou uchovany
zdravotnickym zafizenim a bude s nimi
nakladano dle platnych zakont a nafizeni. Na
vyzadani budou kopie téchto dokumentl
poskytnuty zadavateli.

Poskytovatel a zkouSejici se zavazuji, Ze
pokud pouziji k provedeni analyzy nebo
jinych tkont pro ucely klinického hodnoceni
jakékoliv externi pracovisté, zajisti, aby toto
externi pracovisté bylo zptsobilé k provedeni
takové préace podle zasad spravné laboratorni
a klinicke praxe a dle této smilouvy.
Zpusobilost externiho pracovisté se prokazuje
ptislusnym certifikatem udélenym pracovisti
k provadéni takovychto analyz nebo ukont.
Déle poskytovatel a zkouSejici zajisti, aby
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6)

7)

8)

zavazuji 5) The Investigator and the Medical Facility

agree to preserve all documentation about the
conduct of the Clinical Study and
documentation related to the trial subjects
until Sponsor or PPD inform the Medical
Facility or the Investigator that further
preservation is not necessary, but at least for
15 years from the date the Clinical Study is
completed. If any source data are kept on
computer files only, for the purpose of source
data verification, the Investigator agrees to
make a print out of all data related to the
study subjects relevant to the Clinical Study.
These print-outs will be dated and signed by
the Investigator and duly retained as source
documents. The Medical Facility and
Investigator will not destroy any records or
documents without first providing Sponsor
with written notice and the opportunity to
further store them at Sponsor’s cost and
expense.

The Investigator and the Medical Facility
will maintain up-to date medical records of
the study subjects, and will ensure the
accuracy, completeness, legibility and
timeliness of data reported to the Sponsor in
the case report forms (CRFs) an in all
required reports.

The Sponsor will be entitled to keep originals
of all case reports forms, which will be the
property of the Sponsor. The originals of all
other records and materials will be
maintained by the Medical Facility and will
be held in accordance with all applicable
laws and regulations. A copy of such
materials will be provided to the Sponsor
upon request.

The Medical Facility and the Investigator
agree that if any external facility is used to
perform analyses or other procedures for the
purposes of the Clinical Study, they will
ensure that the external facility is qualified to
perform such work pursuant to the principles
of good laboratory and clinical practice and
according to this Agreement. The
qualification of the external facility shall be
proved by the appropriate certificate issued
to the facility to perform such analyses or
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bylo externi pracovisté vazano toutéz
dohodou o duavérnosti jako smluvni strany.
Poskytovatel ponese odpovédnost za vykony
jakychkoliv takovych tfetich stran a zajisti, ze
zkousejici ani z&dny z ¢lent studijniho tymu
nema finanéni zajem v takovém
pracovisti/tfeti stran¢.

9) Zkousejici a poskytovatel se zavazuji, Ze

10) Poskytovatel

1)

2)

nebudou pouzivat nazvu ani vyrobkt PPD ¢i
zadavatele souvisejicich s provadénim tohoto
klinického hodnoceni za ucelem jakékoli
propagace i reklamy bez jejich pfedchoziho
souhlasu.

a zkouSejici souhlasi, Ze
zadavatel miaze wuvefejnit informace o
klinickém hodnoceni na vetejné piistupnych
internetovych strankach, vcetné nazvu a
kontaktnich informaci poskytovatele a jména
zkousejiciho a kromé vyse uveden¢ho nebo
zakonné povinnosti, nepouZije zadavatel,
poskytovatel, nebo zkouSejici jméno dalSi
smluvni strany bez jejiho ptedchoziho
pisemného souhlasu.

VIII.
Nezadouci prihody v priibéhu klinického
hodnoceni

Zkousejici je povinen bezodkladné sdélit
PPD telefonicky, faxem ¢i elektronickou
poStou - jak je uvedeno v protokolu -
jakoukoliv  zdvaznou nezadouci piihodu,
jakoz i zavazny nezadouci a neocekéavany
nezadouci ucinek, ke kterym dojde v pritbéhu
klinického hodnoceni.

NeZadouci a z&vazné nezadouci piihody
jakoz 1 zavazné nezadouci UCinky a
neoCekavané zavazné nezddouci ucinky jsou
definovany v 8 3 odst. 4-6 zakona ¢.
378/2007 Sb., ve znéni pozdejsich predpis,
a podléhaji  zaznamenani a  hlaSeni
zkousSejicim dle tohoto zdkona jakoZ i
v souladu s ICH GCP Guidelines.

IX.
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9)

procedures. In addition, the Medical Facility
and the Investigator agree to ensure that the
external facility shall be bound by the same
confidentiality agreement that applies to the
Parties. The Medical Facility will remain
liable for the performance of any such third
parties, and will ensure that neither the
Investigator nor any Study Staff have any
financial interest in such facility/third parties.

The Investigator and the Medical Facility
agree not to use the name or products of PPD
or Sponsor connected with the Clinical Study
for purposes of promotion or advertising
without their prior consent.

10) Medical Facility and Investigator agree that

Sponsor may include information about the
Clinical Study on publicly accessible internet
sites, including the name and contact
information for the Medical Facility and/or
Investigator, and except for the foregoing, or
as required by law, none of Sponsor, Medical
Facility or Investigator will use the name of
another party without getting permission
first..

VIII.

Adverse events in the course of the Clinical

1)

2)

Study

The Investigator shall, without delay, inform
PPD by telephone, fax or electronic mail — as
outlined in the Protocol — of any serious
adverse events or serious adverse drug
reactions and unexpected adverse drug
reactions, which occur during the Clinical
Study.

Adverse events and serious adverse events as
well as serious adverse drug reactions and
unexpected serious adverse drug reactions are
defined in 8 3 par. 4-6 of Act no. 378/2007
Coll., as amended, and are to be recorded and
reported by the Investigator pursuant to the
above Act and pursuant to the ICH GCP
Guidelines.

IX.
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1)

2)

3)

4)

5)

Pojisténi a odSkodnéni

Zadavatel, v souladu s ust. § 52 zak. C.
378/2007 Sb. v platném znéni, zajistil na
celou dobu provadéni klinického hodnoceni
pojisténi  odpovédnosti za Skodu pro
zkousejiciho a zadavatele, jehoz
prostiednictvim je zajiSténo 1 odskodnéni v
pfipadé smrti subjektu hodnoceni nebo v
piipadé¢ Skody vzniklé na zdravi subjektu
hodnoceni v disledku provadéni klinického
hodnoceni.  Kopie potvrzeni o pojisténi
subjekti hodnoceni je pfilohou ¢&. 4 této
smlouvy. VSechny naroky, které subjekt
hodnoceni uspésné uplatni u ceského soudu,
bude hradit zadavatel.

Poskytovatel a zkouSejici budou pisemné
informovat zadavatele o jakémkoliv naroku
vztahujicimu se k onemocnéni nebo poranéni
vzniklému v souvislosti s hodnocenym
1é¢ivem.

Pojisténi v odst. 1) se nevztahuje na piipady,
kdy doslo k zatazeni subjektu hodnoceni do
klinického hodnoceni bez ziskani
informovaného souhlasu ¢i k poskozeni
subjektu hodnoceni na zékladé¢ nedbalosti,
protipravniho jedndni nebo jinych ¢ind ¢i
opomenuti zkousSejiciho ¢i  jiného ¢lena
studijniho tymu, poruSenim protokolu ¢i
instrukei predanych fesitelskému centru PPD
¢i zadavatelem.

Zkousejici a poskytovatel se zavazuji
pisemné¢ informovat PPD a zadavatele o
jakémkoli ptipadu reklamace vad
hodnocenych 1é¢iv a dalSich vyrobku
pouzitych pti klinickém hodnoceni, které
poskytnul zadavatel ¢i PPD.

Poskytovatel a zkouSejici budou udrZovat
V platnosti odpovidajici pojisténi
odpovédnosti na pokryti narokd vzniklych
jejich  nedbalosti, protipravnim jednanim
nebo dalSich jinych ¢inll ¢i opomenuti a na
zadost spolecnosti PPD a/nebo zadavatele
poskytnou kopii pojistného certifikatu (nebo
jiného pisemného dokladu o existenci
takového pojisténi). Pokud je dané pojisténi
poskytnuto  statni  organizaci, spini
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1)

2)

3)

4)

5)

Insurance and indemnification

The Sponsor, in accordance with par. 52 of
Act No. 378/2007 Coll. as amended, has
arranged liability insurance for the
Investigator and the Sponsor for the entire
duration of the Study, through which
compensation in the event of death or in the
event of injury to the health of the study
subjects as result of conducting the Study is
also covered. A copy of confirmation about
the insurance of the study subjects forms
Appendix no. 4 to this agreement. Sponsor
shall pay all the claims successfully raised by
the Study subject in the Czech court.

The Medical Facility and Investigator will
notify Sponsor in writing of any claim
relating to illness or injury from the Study
Drug.

The insurance in par. 1) does not apply in
cases where a study subject was included
without obtaining informed consent or where
a study subject was injured due to
negligence, willful misconduct or other
actions or omissions of the Investigator or
another Study Staff, or violation of the
protocol or instructions given to the study
centre by PPD or Sponsor.

The Investigator and the Medical Facility
agree to inform PPD and Sponsor in writing
about any instance of recall of Study Drug
and other products used in the Clinical Study
provided by the Sponsor or PPD.

Medical Facility and Investigator will
maintain adequate insurance coverage for any
claims arising from their negligence, willful
misconduct or other actions or omissions and
will provide a copy of a certificate of
insurance (or other written documentation
evidencing such insurance) upon request of
PPD or Sponsor. If applicable insurance is
provided by a governmental agency, the
Medical Facility shall satisfy all requirements
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poskytovatel vSechny nezbytné poZadavky
k tomu aby bylo nadale zpusobilé takové
pojisténi udrzovat v pribéhu klinického
hodnoceni.

6) Smluvni strany se zavazuji plné spolupracovat

pfi feSeni piipadd uvedenych v tomto ¢lanku
IX.

X.
Ochrana divérnych informaci

1) Davérnymi informacemi se pro ucely této

2)

3)

4)

smlouvy rozumi veskeré informace imysIné
nebo opomenutim poskytnuté PPD a
zadavatelem vztahujici se ke klinickému
hodnoceni, nebo vygenerované v prub¢hu
klinického hodnoceni, nebo jako produkt
pouZiti udaju z klinického hodnoceni, nebo

jeno  dokumentaci;  zahrnuji  zejména
informace o strukture, sloZeni,
ingrediencich, vzorcich, know-how,

technickych postupech a procesech, jakoz i
jiné informace tfebaze nejsou PPD ¢i
zadavatelem oznafené vyslovené jako
davérné. Duvérné informace budou
pouzivany pouze pro ucely klinického
hodnoceni nebo péce o subjekty hodnoceni.

Dtivérnost vlastnickych informaci,
publikaci, publika¢nich prav, prav z
dusevniho  vlastnictvi a  odSkodnéni
pfetrvava 1 po ukonceni klinického
hodnoceni.

Divérné informace budou zvefejnény
studijnimu tymu dle potieby.

Za davérné informace se nepovazuji
informace, které jsou v dobé predani

povazovany za dlouhodobé zndmé mezi
odbornou vefejnosti nebo byly publikovany.

Poskytovatel a zkouSejici nesmi davérné
informace zpfistupnit tfeti osob¢, krom téch
uvedenych v ¢lanku XI. této smlouvy, nebo
je pouzivat pro ucel jiny, nez ureny v
instrukcich PPD. Davérné informace budou
ve vyluéném vlastnictvi PPD a zadavatele a
budou drZeny zdravotnickym zafizenim a
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6)

1)

2)

3)

4)

necessary to remain eligible for such
governmental insurance during the Clinical
Study.

The Parties agree to cooperate fully in
resolving the situations described in this
article I1X.

X.
Protection of confidential information

Confidential information for purposes of this
Agreement means any information provided
by PPD and the Sponsor relating to the
Clinical Study, or generated in the course of
the Clinical Study, or as a result of using data
from the Clinical Study, or its documentation;
it includes, in particular, information about
the structure, composition, ingredients,
samples, know-how, technical procedures
and processes, as well as other information,
even if it is not expressly identified as
confidential by PPD or the Sponsor.
Confidential Information shall be used only
for the purposes of the Clinical Study or in
connection with study subject care.
Confidentiality of proprietary information,
publication, publicity rights, intellectual
property rights and indemnification shall
survive the completion of this Clinical Study.

Confidential information will be disclosed to
Study Staff on a need to know basis.

Confidential information does not include
information which is, at the time it is
delivered, considered to have been known for
a long time among the expert public or which
was published.

The Medical Facility and the Investigator
may not make the confidential information
available to third parties except as permitted
in article XI. of this Agreement, or use it for a
purpose other than as specified in PPD’s
instructions. Confidential information shall
belong exclusively to the Sponsor, and shall
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5)

6)

7)

8)

9)

zkouSejicim v tajnosti a na misté pro takové
informace ureném, vyjma piipadi, kdy
poskytovatel nebo zkouSejici proké&zou, Ze
se jedna o informace vetejné pristupné.

Pokud je ze zakonem stanovenych divodua
nutné davérné informace  zpfistupnit
(naptiklad na zakladé zadosti ptislusSného
soudu, pfislusného spravniho uradu ¢i jiné
vladni  instituce), poskytovatel nebo
zkousejici toto neodkladné pisemné oznami
PPD. Smluvni strany se zavazuji zvefejnit
divérné informace v zdkonem stanovenych
piipadech opravnénym subjektim popf.
etické komisi a osobam povéfenym PPD
pouze v nezbytné nutném rozsahu.

PPD, poskytovatel a zkouSejici se zavazuji
informovat vSechny osoby zucastnéné na
tomto klinickém hodnoceni a osoby, jimz je
diavérna  informace  zpfistupnéna, o
povinnosti mlcenlivosti v souladu s touto
smlouvou; takové osoby jsou pak vazany
stejnou povinnosti ml¢enlivosti.

Poskytovatel a zkousejici se zavazuji predat
PPD po ukonceni klinického hodnoceni
vSechny jim svéfené materidly, dokumenty
a informace s vyjimkou pfipadd
stanovenych zakonem.

Smluvni strany se zavazuji uschovavat
veSkeré dokumenty a informace tykajici se
finan¢nich vyrovnani mezi smluvnimi
stranami divérné a oddélené¢ od ostatnich
dokumenti.

MIlceni zadavatele v souvislosti s pielozenym
navrhem publikace ze strany
zdravotnického zefizeni nebo zkousSejiciho
nesmi byt brano jako souhlas. V piipadé
navrhu ze strany zdravotnického zefizeni,
kazda publikace musi byt komunikovéna se
zadavatelem zv1ast.

XI.
Vlastnictvi vysledki klinického hodnoceni,
jeho ochrana a publikovani vysledkii
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5)

6)

7)

8)

9)

be maintained in secrecy by the Medical
Facility and the Investigator at a place
assigned for such information, except in
cases where the Medical Facility or the
Investigator prove that the information is
publicly available.

If it is necessary to make confidential
information available for reasons provided by
law (including but not limited to an order or
requirement of a court of competent
jurisdiction, administrative agency or other
governmental body), the Medical Facility or
the Investigator shall inform PPD of this
without delay. The Parties agree to make
confidential information public in cases
provided by law to authorised subjects or the
Ethics Commission and persons authorized
by PPD only to the extent necessary.

PPD, the Medical Facility and the
Investigator agree to inform all persons
participating in the Clinical Study and
persons to whom confidential information is
made available about the duty of secrecy in
accordance with this agreement; such persons
are then bound by the same duty of secrecy.

The Medical Facility and the Investigator
agree to deliver to PPD, after completion of
the Clinical Study, all materials, documents
and information received from PPD, except
for cases provided by law.

The Parties agree to keep all documents and

information  concerning  the  financial
arrangements between the Parties
confidential and separate from other
documents.

Sponsor’s lack of response to the Institution
or Investigator with regard to a suggested
publication must not be understood as an
approval. If requested by the Institution, this
must be discussed with Sponsor on a case by
case basis.

XI.
Ownership, protection, and publication of
Clinical Study results
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1)

2)

3)

Vysledky  Kklinického  hodnoceni

vyluénym vlastnictvim zadavatele. Jakékoliv
vynalezy  a/nebo objevy  uskute¢néné
zdravotnickym zafizenim nebo zkouSejicim
v pribé¢hu  klinického hodnoceni nebo
vdusledku  pouziti  dat  zklinického

hodnoceni (dale jen ,vynalezy”) budou
oznameny spolecnosti PPD. Zadavatel je
vyluénym vlastnikem takovych vynalez.
Piipadné patentové zadosti k vynéalezim ¢i
vylepSenim stavajicich 1é¢ebnych postupti
vytvotenych v pribéhu nebo z vysledki
klinického hodnoceni budou piihlaSeny na
jméno Millennium Pharmaceuticals, Inc. a
poskytovatel ~a  zkouSejici  podepiSi
dokumenty nebo jinak zajisti vlastictvi
takovych vysledkl zadavatelem.

Vysledky klinického hodnoceni nebo jejich
¢ast nebudou zdravotnickym zafizenim ¢i
zkous$ejicim publikovany bez ptedchoziho
pisemného souhlasu zadavatele, dokud
nebude klinické hodnoceni ukonceno nebo
uzavieno ve vSech centrech podilejicich se na
provedeni klinického hodnoceni a dokud
nebudou  veSkerd& data  analyzovéna
zadavatelem. Rozhodnuti o moznostech
publikace je v plné zodpovédnosti
zadavatele. Poskytovatel a zkouSejici se
zavazuji, Ze projednaji se zadavatelem
publikaci praci ¢i Gstnich prezentaci véetné
odbornych rukopisti, abstrakti, plakati a
obrazovych praci o priubéhu ¢i vysledcich
klinického hodnoceni nejméné Sedesat (60)
dnti pted predanim publikace do tisku. Na
Zadost zadavatele vyjme poskytovatel a/nebo
zkousSejici  jakékoliv duvérné informace
(kromé vysledku klinického hodnocent).

Pokud bude vytvofena publika¢ni komise,
pozdrZzi poskytovatel a zkouSejici vydani a
zvetejnéni dat nebo vysledku z klinického
hodnoceni do doby po uvetfejnéni publikace
takovou komisi.

4) Zaroven ma zadavatel pravo vyzadovat, aby

jakékoliv publikace nebo prezentace tykajici
se prace popsané Vv této smlouvé ptiznala
podporu zadavatele.
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2)

3)

4)

jsou 1) The results of the Clinical Study are owned

exclusively by the Sponsor. Any inventions
and/or developments discovered by the
Medical Facility or the Investigator in the
conduct of the Clinical Study or as a result of
using data from the Clinical Study (further,
the “Inventions™) will be reported to PPD.
The Sponsor is the exclusive owner of such
Inventions. Any patent applications to
inventions or improvements of existing
medical procedures discovered in the course
of or from the results of the Clinical Study
will be registered in the name of Millennium
Pharmaceuticals, Inc., and Medical Facility
and Investigator will execute such documents
and take such other actions to protect
Sponsor’s ownership of such Inventions.

Neither the Medical Facility nor the
Investigator shall publish the results of the
Clinical Study or part thereof until the
Clinical Study has been completed or
terminated at all sites participating in the
Clinical Study and all data has been received
and analyzed by Sponsor. Decisions about
publication opportunities are fully within the
Sponsor’s  responsibility. The  Medical
Facility and the Investigator agree that they
will discuss publication of any publications
or oral presentations, including without
limitation expert manuscripts, abstracts,
posters, and visual works about the course or
results of the Clinical Study with the Sponsor
at least sixty (60) days prior to the proposed
submission of such drafts. If requested by
Sponsor, the Medical Facility and/or
Investigator will remove any Confidential
information  (other than Clinical Study
results).

If a publication committee has been formed,
the Medical Facility and Investigator will not
publish or disclose Clinical Study data or
results prior to publication by the committee.

In addition, the Sponsor shall have the right
to require that any publication or presentation
concerning the work performed hereunder
acknowledges the Sponsor’s support.
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5)

6)

1)

2)

3)

1)

2)

Poskytovatel a zkousSejici berou na védomi,
ze nesméji vydat zadnou odbornou publikaci
k objevam ¢i hodnocenému 1é¢ivu diive, nez
zadavatel poda patentovou ptihlasku, pokud
vzhledem k povaze vysledka klinického
hodnoceni bude podéni takové piihlasky
prichazet v uvahu. V takovém pfiipadé, na
Zadost zadavatele, bude pozdrzeno veSkeré
vydani nebo popis o dalSich devadesat (90)
dni.

Smluvni strany se dohodly, Ze na zaklad¢
Zadosti  Etické  komise  poskytovatele
zadavatel poskytne po ukonceni klinického
hodnoceni seznam publikaci vztahujicich se
k vysledktim tohoto klinického hodnoceni.

XII.
Trestni bezihonnost

Zkousejici prohlaSuje a zarucuje, Ze jemu a
podle jeho nejlepsich védomosti ani zddnému
jinému ¢lenu studijniho tymu nebyl nikdy
vysloven zdkaz ¢innosti ani nebyl trestan za
spachani trestného Cinu, za ktery miize byt
I¢kati zakaz Cinnosti ve zdravotnictvi nebo
ucasti v klinickem hodnoceni ulozen.

Zkousejici prohlasuje a zarucuje, ze on ani
zadny z ¢lend studijniho tymu nikdy nebyl v
souvislosti s  provadénim  klinického
hodnoceni obvinén, vySetfovan ani odsouzen.

ZkouSejici bude neprodlené¢ informovat
spole¢nost PPD, pokud dojde k jakémukoliv
takovému vySetfovani, diskvalifikaci,
vylouceni, odsouzeni nebo zédkazu ¢innosti.

X1
ReSeni sport a smirci Fizeni
Smluvni strany se dohodly, Ze pravni vztahy

a poméry vzniklé z této smlouvy se fidi
platnymi zakony a piedpisy Ceské republiky.

Smluvni strany se zavazuji pii provadéni

Millenium C16010 — Institution 3-way CTA - Pl Hajek
Approved for signature xx 20 July 2012

5)

The Medical Facility and the Investigator
take note of the fact that they may not issue
any expert manuscript about the discoveries
or the Study Drug before the Sponsor applies
for patent registration, if, given the nature of
the Clinical Study results, such application is
possible. In this case, upon Sponsor’s
request, they will delay any publication or
disclosure for at least an additional ninety
(90) days.

6) Parties agree, that on the basis of the request

1)

2)

3)

1)

2)

of the Medical Facility’s Ethics committee,
Sponsor shall provide a list of publications
related to the result of ths Study after the
Study termination.

XII.
Clean criminal records

The Investigator represents and warrants that
neither he nor, to the best of his knowledge,
any other member of the Study Staff, was
ever prohibited from practicing or was
sentenced for a crime for which a doctor may
be prohibited from practicing in the medical
field or banned from conducting clinical
trials.

The Investigator declares that neither he nor
any member of the Study Staff has ever, in
connection with the conduct of a Clinical

Study, been accused, investigated or
convicted.

Investigator will notify PPD immediately if
any such investigation, disqualification,

debarment, conviction, or ban occurs.

X111,
Dispute resolution and conciliation
proceedings
The Parties have agreed that the legal
relationships arising under this agreement
shall be governed by the valid laws and
regulations of the Czech Republic.

The Parties agree to assist each other in
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3)

1)

2)

3)

4)

5)

klinického hodnoceni si vzdjemné pomahat a
piipadné spory a rozdilnost ndzor na postup
a zpusob praci feSit smirnym jednanim
obvyklym u smluvnich stran.

Smluvni strany berou na védomi a souhlasi,
ze k projednani a rozhodovani piipadnych
sport, které nebudou vyfeSeny smirem podle
odst. 2, jsou pfislusné soudni organy Ceské
republiky, nedohodnou-li se na rozhod¢im
fizeni pted rozhodcem ¢i rozhod¢imi organy.

XIV.
Financ¢ni vyrovnani

Poskytovatel bere na védomi a souhlasi s tim,
Ze platby za subjekty hodnoceni v tomto
klinickém  hodnoceni  jsou  piebirany
spole¢nosti PPD od zadavatele, a tudiz Ze
spolecnost PPD nebude povinna provadét
platby poskytovateli diive, nez tyto platby za
subjekty hodnoceni budou od zadavatele
obdrzeny. PPD ucini vSechna dostupna
opatfeni, aby zajistila, Ze tyto platby budou
obdrZeny od zadavatele v¢as

Poskytovatel je plné zodpovédny za platby
tietim strandm, za kryti veskerych vlastnich
naklada spojenych s provadénim klinického
hodnoceni, vetné nakladd na 1éCeni v
piipad¢ poskozeni zdravi subjektu hodnoceni
v souvislosti s jeho ucasti na klinickém
hodnoceni, s vyjimkou nakladi uhrazenych
na zdkladé této smlouvy nebo jejiho
pisemného dodatku.

Poskytovatel a zkousSejici berou na védomi,
ze spolec¢nost PPD je povinna v souladu se
zékonem o spravé dani a poplatkll uvést
v danovém pfizndni  mistné piislusnému
Finanénimu ufadu veSkeré platby, které
budou z titulu této smlouvy vyplaceny.

Poskytovatel a zkouSejici se zavazuji, Ze
jejich 1ékaisky Usudek vzhledem k subjektim
hodnoceni nebude nijak ovlivnén finan¢nim
ohodnocenim obdrZzenym dle této smlouvy.

Poskytovatel a zkouSejici potvrzuji, Ze takové
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3)

1)

2)

3)

4)

5)

conducting the Clinical Study and to resolve
any disputes or differences of opinion about
work procedures and methods through their
usual negotiations.

The Parties take note of and agree that any
disputes which are not settled through
cooperation pursuant to par. 2 shall come
under the jurisdiction of the courts of the
Czech Republic, unless they agree on an
arbitration proceeding before an arbitration
judge or arbitration court.

XIV.
Financial provisions

The Medical Facility takes into account and
agrees that PPD receives the payments for
study subjects in this Clinical Study from a
Sponsor. Thus, PPD will not be obliged to
pay to the medical facility prior receipt of the
payments for study subjects from the
Sponsor. PPD undertakes to take all steps to
ensure that the payments will be received
from the Sponsor on time.

The Medical Facility is fully responsible for
payments to third parties and paying its own
expenses connected with the Clinical Study,
including costs for therapy in the event of
injury to health of the study subjects resulting
from their participation on the Clinical Study,
with the exception of expenses reimbursed on
the basis of this agreement or a written
amendment to it.

The Medical Facility and the Investigator
take note of the fact that PPD is required, in
accordance with the act on taxes and fees, to
report to the appropriate Financial Office all
payments, which will be paid on the basis of
this agreement.

The Medical Facility and the Investigator
agree that their medical judgment with
respect to the study subjects will not be
affected by the compensation they receive
under this Agreement.

The Medical Facility and the Investigator
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6)

7)

8)

9)

1)

2)

finan¢ni ohodnoceni neptekracuje redlnou
trzni hodnotu poskytovanych sluzeb.

Zdravotnické zatfizeni a zkousSejici potvrzuji,
Ze jim nebyly poskytnuty Zadné platby, jez
by je ovlivnily k nakupu nebo piedepsani
jakychkoliv 1é¢iv, zafizeni nebo produkti.

Poskytovatel a zkousejici nebudou uctovat
Zzadnému subjektu hodnoceni, pacietnovi,
poskytovateli pojisténi, statnimu organu,
nebo jakékoliv tieti strané za produkty nebo
poloZzky poskytnuté poskytovateli nebo
zkouSejicimu bezplatné zadavatelem nebo
jeho jménem, jakozZto za jakékoliv navstévy,
sluzby nebo vydaje vynaloZzené bé&hem
klinického hodnoceni, které byly proplaceny
zadavatelem nebo jeho jménem.

Platby budou provadény dle Ptilohy ¢. 1
smlouvy.

Spole¢nost PPD prohlasuje, Ze byla se
zkousSejicim uzaviena smlouva o provedeni
klinického hodnoceni 1é¢iv, na zakladé které
bude zkouSejici a ¢lenové studijniho tymu
odménén za provedeni tohoto klinického
hodnoceni.
XV.
Doba platnosti smlouvy

Tato smlouva se uzavira na dobu provadéni
klinického  hodnoceni,  pfiblizné¢  do
XXXXXXXXX.

V nasledujicich ptipadech je kterdkoliv ze
smluvnich stran opravnéna ukoncit tuto
smlouvu pisemnou vypovédi, kterd je ucinna
po uplynuti 30 dnii ode dne nasledujiciho po
doruceni smluvnim stranam:

a) pokud néktera smluvni strana neplni
nékteré z ustanoveni této smlouvy;

b) pokud bude rozhodnuto, Ze je néktera
smluvni strana v UOpadku ve smyslu
zdkona ¢. 182/2006 Sb., o upadku a
zpusobu jeho feSeni (insolvencni zakon)
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6)

7)

8)

confirm that such compensation does not
exceed the fair market value of the services
they are providing

The Medical Facility and the Investigator
confirm that no payments are being provided
to them for the purpose of inducing them to
purchase or prescribe any drugs, devices or
products.

The Medical Facility and the Investigator
will not bill any study subject, patient,
insurer, governmental agency or any other
third party for any products or items provided
free by or on behalf of Sponsor to the
Medical Facility or Investigator or for any
visits, services or expenses incurred during
the Clinical Study for which they have
received compensation from or on behalf of
Sponsor.

Payment will be made as set out in Appendix
no. 1 hereto.

9) PPD declares to have executed an Agreement

1)

2)

with the Investigator regarding this Clinical
Study, on the basis of which the Investigator
and Study Team are remunerated for
conducting this Clinical Study.

XV.
Term of the agreement.

This agreement is concluded for the duration
of the Clinical Study, approximately until
XXXXXX.

In the following situations any of the Parties
may terminate this agreement by giving 30
days written notice, which begins to run on
the day after the notice is delivered to the
Parties:

a) if any party fails to fulfil any of the
provisions of this agreement;

b) if it is decided that either Party is in
bankruptcy pursuant to Act No. 182/2006
Coll. on bankruptcy and its solution
(Insolvency Act) ;
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3)

C) pokud nékterda smluvni strana pozbude
opravnéni k pisobeni v dané oblasti;

d) bude-li riziko pro subjekty hodnoceni
neumérné zvyseno;

e) pokud potiebné opravnéni, ohlaseni,
povoleni nebo souhlas nezbytné k
provedeni Kklinického hodnoceni jsou
revokovany, pozbudou platnosti bez
prislusného prodlouzeni, klinické
hodnoceni je pozastaveno, zakazéno,
nebo neni zahdjeno ve stanovené dob¢ od
vzniku opravnéni;

f) v pfipadé, Ze vhodné subjekty hodnoceni
nejsou do klinického hodnoceni zatazeny
vcas, takze je ohrozen dohodnuty Casovy
rozvrh.

PPD mé dale pravo ukoncit ¢i pferusit
klinické hodnoceni a zaroven ukoncit tuto
smlouvu pisemnou vypovédi, kdykoliv a
Z jakéhokoliv divodu, ucinnou po uplynuti
30 dnit ode dne nasledujiciho po doruceni
zkouSejicimu a poskytovateli. Spole¢nost
PPD mize dale ukoncit smlouvu
Z nasledujicich davodu:

a) v pripad¢ ukonéeni smluvniho vztahu
mezi firmou PPD Development LLC
nebo PPD Global Limited nebo jakoukoli
jinou spolec¢nosti ve skupiné¢ PPD, a
zadavatelem podle toho, ktera z téchto

spoleCnosti  uzaviela  smlouvu  se
zadavatelem;
b) jestlize nabor subjekti  hodnoceni

v fesitelském centru nebyl ukoncen,
avSak celkovy pocet subjektii hodnoceni
povolenych pro klinické hodnoceni byl
Jjiz naplnén; nebo

c) jestlize se zkousSejici stane
nedivéryhodnym ¢i bude diskvalifikovan
z provedeni  klinického hodnoceni

(debarment and disqualification) a bude
zafazen na tzv. ,,Cernou listinu® vedenou
FDA  vsouladu sGeneric  Drug
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3)

c) if any party loses its authorization to
practice in the given field,;

d) if the risk for study subjects increases
disproportionately;

e) if a necessary authorization, notification,
permit or consent necessary for
conducting of the Clinical Study is
revoked, its validity expires without
appropriate extension, the Clinical Study
is suspended, prohibited or is not
commenced within the statutory time
period from the date that the
authorization arose;

f) in the event of an inadequate rate of
adding suitable study subjects to the
Clinical Study which endangers the
agreed time schedule.

PPD may further terminate or interrupt the
Clinical Study and at the same time terminate
this agreement at any time and for any reason
by giving 30 days written notice, which
begins to run on the day after the notice is
delivered to the Investigator and the Medical
Facility. PPD may also be terminating the
agreement for any of the following reasons:

a) if the contractual relationship between
PPD Development LLC or PPD Global
Limited or any other company within the
PPD Group, depending on which of these
companies has concluded the contract
with the Sponsor, and the Sponsor
terminates;

b) if the overall study enrolment has been
met but the enrolment in the study centre
has not been completed yet; or

c) if the Investigator is debarred or
disqualified under the Generic Drug
Enforcement Act of 1992 and is added to
the ,,Black list“ maintained by FDA.
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Enforcement Act z roku 1992.

4) Smluvni strany se mohou kdykoliv pisemné
dohodnout na ukonceni této smlouvy.

5) Okamzit¢ po obdrzeni zadosti o ukonceni
zastavi poskytovatel a zkouSejici jak nébor
dalSich subjektti do hodnoceni, tak v I¢kaisky
pfipustném rozsahu doprovodné procedury
podstupované pacienty, ktefi jiz do
hodnoceni vstoupili, a v mozné mife omezi
vznik dodate¢nych nakladi a vydaju.

6) Spole¢nost PPD bude provadét platby pouze
za subjekty hodnoceni zafazené¢ do data
ukonceni a za které zadavatel obdrzel adné
vyplnéné¢ formuldfe CRF s vyfeSenymi
dotazy s nimi souvisejicimi.

7) Pokud spole¢nost PPD ¢i zadavatel ziska
V obdobi plnéni této smlouvy informace, které
zpochybniuji ~ bezpecnost  ¢i  ucinnost
hodnoceného 1é¢iva nebo souvisejiciho
produktu, mohou smluvni strany ukoncit
platnost této smlouvy s okamzitou platnosti.

8) Pokud dojde k odsouhlaseni hodnoceného
1é¢iva americkym Ufadem pro kontrolu 1é¢iv
(FDA), provedou smluvni strany v dobr¢ vife
modifikaci této smlouvy tak, aby (a) snizily
pocet sledovanych subjekti hodnoceni
a/nebo (b) upravi ptislusna ustanoveni této
smlouvy.

9) Po dokonceni ¢i pred¢asném ukonceni
klinického hodnoceni jsou poskytovatel
a/nebo  zkouSejici  povinni  predlozit
spolecnosti  PPD  zavéreCnou  zpravu
zahrnujici  vSechny pfislusné informace
tykajici se klinického hodnoceni tak, jak je
popsano V protokolu, véetné vSech dat a
vysledka klinického hodnoceni a rovnéz jsou
povinni  navratit  v8echny  informace
zadavatele ¢i  spole¢nosti PPD  jejich
ptislusnému majiteli.

10)Po dokonCeni ¢&i predCasném ukonceni
hodnoceni  bude  veSkeré  nepouZité
hodnocené 1é¢ivo, vybaveni a piislusné
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4)

5)

6)

7)

8)

9

The Parties may terminate this agreement by
written agreement at any time.

Immediately upon receipt of a notice of
termination, the Medical Facility and the
Investigator shall cease entering subjects into
the study; cease conducting procedures to the
extent medically permissible on subjects
already entered into the study, and refrain
from incurring additional costs and expenses
to the extent possible.

PPD shall make payment only with respect to
subjects enrolled in the Clinical Study up to
the date of termination for whom Sponsor
has received completed CRFs and resolution
of related queries.

Notwithstanding anything herein to the
contrary, if during the term of this
Agreement, information becomes available to
PPD or Sponsor which places the safety or
efficacy of the Study Drug or related product
in doubt, the parties may terminate the
Agreement immediately.

If the Study Drug is approved by FDA, the
parties shall negotiate, in good faith, a
modification of this Agreement to (a) reduce
the number of study subjects to be studied,
and/or (b) modify any other relevant
provision of this Agreement.

Upon completion of the Study or earlier
termination thereof, Medical Facility and/or
Investigator shall prepare and forward a final
report containing all relevant information for
the Clinical Study as described in the
Protocol, including all data and Clinical
Study results to PPD, and shall return all PPD
and Sponsor Information, as defined herein,
to its respective owner.

10) Upon completion of the Clinical Study or

early termination thereof, all unused Study
Drug, compounds, devices and related
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1)

2)

3)

4)

5)

6)

studijni materidly poskytnuté poskytovateli
a/nebo zkousSejicimu spolecnosti PPD ¢i
zadavatelem vraceny spolecnosti PPD nebo
zniceny dle pisemnych instrukci spolecnosti
PPD.

XVI.
Spolecna a zavérefna ustanoveni

Kazda ze smluvnich stran uznavd, Ze jakékoli
poruseni prohlaseni ¢i zaruk kdykoli po dobu
platnosti této smlouvy ptedstavuje v kazdém
pfipadé poruseni této smlouvy se vSemi
disledky zakotvenymi v Ceskych pravnich
predpisech pro pfipad neplnéni zavazki
plynoucich z této smlouvy pfisluSnou
stranou. PoruSenim prohlaSeni ¢i zaruky se
mini, Ze toto prohlaseni nebo z&ruka neni
pravdivé, uplna nebo spravna.

Vztahy neupravené touto smlouvou se fidi
zakonem €. 513/1991 Sb., obchodni zakonik,
ve znéni pozdé¢jSich predpisi, zakonem ¢.
378/2007 Sb., o 1é¢ivech, ve znéni pozdéjsich
predpist a vyhlaskou ¢. 226/2008 Sb., kterou
se stanovi spravnd klinicka praxe a bliZsi
podminky Klinického hodnoceni IéCiv, ve
znéni pozdéjsich predpist.

Tato smlouva nabyva platnosti a Uc¢innosti
dnem podpisu vSemi smluvnimi stranami.
Tato smlouva je zavazna pro smluvni strany,
jakoz i pro jejich pravni nastupce a
odsouhlasené postupniky.

Smluvni strany nesmi tuto smlouvu postoupit
bez pfedchoziho pisemného  souhlasu
ostatnich smluvnich stran. V kazdém piipadé¢
ma spolecnost PPD pravo posoupit tuto
smlouvu zadavateli.

Zadavatel je sohledem na tuto smlouvu
beneficientem tieti strany a tudiZ ma pravo
prosadit jeji platnost.

Jakékoli vzdani se prava ¢i shovivavost
kterékoli smluvni strany v souvislosti s
poruSenim  n¢kterého  ustanoveni  této
smlouvy neznamena vzdani se prava Vv
souvislosti s jakymkoli dalSim porusenim
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1)

2)

3)

4)

5)

6)

Clinical Study materials furnished to Medical
Facility and/or Investigator by or on behalf of
Sponsor or PPD shall be returned to PPD or
disposed of following PPD’s written
instructions.

XVI.
Closing provisions

Each of the Parties acknowledge that any
breach of representations or warranties at any
time during the validity of this agreement
represents in any case a breach of this
agreement with all consequences provided
for in Czech law for the case of failure to
fulfil obligations under this agreement.
Breach of a representation or a warranty
means that the representation or warranty is
not true, complete or correct.

Relationships not covered by this agreement
are governed by Act. no. 513/1991 Coll., of
the Commercial Code, as amended, Act. no.
378/207 Coll., on pharmaceuticals, as
amended and Decree no. 226/2008 Coll., on
good clinical practice and conditions for
clinical studies, as amended.

This agreement is valid and effective upon its
signature by all Parties. This agreement shall
be binding upon the Parties, their successors
and permitted assignees.

This agreement may not be assigned or
transferred by any of the parties without the
prior written consent of the other parties to
this agreement. In any case, PPD is allowed
to assign this agreement to the Sponsor.

Sponsor is a third party beneficiary to this
Agreement, and has the right to enforce it.

Any waiver or forbearance by any party with
respect to a breach of any provision of this
agreement shall not be deemed to constitute a
waiver with respect to any subsequent breach
of any provision hereof.
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této smlouvy.

7) Smluvni strany se zavazuji, Ze dodrzi
vSechna ustanoveni této smlouvy, ktera trvaji
déle neZz platnost smlouvy, véetné, nikoli
vSak vyluéné ty, které se tykaji divérnosti,
publikovani, dusevniho vlastnictvi,
odskodnéni a pojisténi, 1 po skonceni tohoto
klinického hodnoceni.

8) S vyjimkou tohoto prohlaseni, spolecnost
PPD a zadavatel neposkytuji zadné, at’ piimé
¢i implicitni zaruky tykajici se tohoto
klinického hodnoceni, studijniho 1éCiva a
materidlu ¢i postupu, vcetné¢ jakychkoli
garanci obchodovatelnosti ¢1 pouzitelnosti
pro ur¢ité ucely. Svyjimkou tohoto
prohlaseni, spolecnost PPD a =zadavatel
nebudou odpovédni za jakékoli trestni,
nepiimé a jiné Skody zplsobené v dusledku
tohoto Kklinického hodnoceni zdravotnickym
zafizenim, zkousejicim nebo tieti osobou.

9) Tato smlouva je vyhotovena ve tfech
stejnopisech, z nichz jeden obdrzi
poskytovatel, jeden zkouSejici a jeden PPD.

10) Zmény a doplnky této smlouvy jsou mozné
toliko dohodou, a to pissmnym dodatkem ke
smlouve, podepsanym povéfenymi zastupci
smluvnich stran.

11) Poskytovatel a zkouSejici prohlasuji a
zaruCuji, ze (a) neptfevedli a nepievedou
Zzadna prava, kterd& by byla vrozporu
S prevedenim prav zadavateli dle této
smlouvy; a (b) maji zakonné pravo, autoritu a
moc vstoupit do této smlouvy a plnit
povinnosti v ni stanovene.

12) V ptipadé jakychkoli rozporti mezi ¢eskou a
anglickou verzi smlouvy ma ptfednost Ceska
Verze.

Na diukaz souhlasu se znénim smlouvy
pripojuji smluvni strany své podpisy.

PPD:

7)

8)

9)

The parties agree that they will observe all
the provisions of this Agreement, which last
longer than the term of the Agreement,
including but not limited to those relating to
confidentiality,  publications, intellectual
property, indemnification, and insurance,
even after termination of the Clinical Study.

Except as expressly stated herein, PPD and
Sponsor make no warranties, expressed or
implied, with respect to the study, the study
drug or any materials or processes provided
hereunder, including without limitation any
warranties of merchantability or fitness for a
particular purpose. Except as expressly stated
herein, PPD and Sponsor shall not be liable
for any consequential, punitive, indirect, or
other damages suffered by Medical Facility
or Investigator or any others as a result of the
study.

This agreement is made in three copies, of
which the Medical Facility, the Investigator
and PPD shall receive one copy.

10) Changes and supplements to this agreement

may be made only by written addenda to this
agreement, signed by authorized signatories
of the parties.

11) Medical Facility and Investigator each

represent and warrant that (a) they have not
granted and will not grant any right or
interest that is inconsistent with the grant of
rights to Sponsor under this Agreement; and
(b) they have the legal right, authority and
power to enter into this Agreement and meet
the obligations set forth herein.

12) In the case of any discrepancy between the

Czech and the English versions of the
Agreement, the Czech version shall prevail.

In witness of their consent to this agreement,

the Parties have signed below.

Millenium C16010 — Institution 3-way CTA - Pl Hajek
Approved for signature xx 20 July 2012
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Datum/date:

Poskytovatel/ Medical Facility:

Datum/date:

MUDr. Josef Srovnal

Zkousejici/ Investigator:

prof. MUDr. Roman Hajek, CSc.

Datum/date:

Seznam priloh k této smlouvé:

Pfiloha ¢
Piiloha ¢

Piiloha ¢.

Piiloha ¢.

Piiloha ¢.

Piiloha ¢.

Ptiloha ¢.

Ptiloha ¢&.
Piiloha ¢.

V1
.2:

3

oe]

4.

Rozpis plateb
kopie zplnomocnéni PPD
zadavatelem

: plnd moc zadavatele pro svého

zastupce v EU
kopie potvrzeni pojisténi

. kopie souhlasnych stanovisek

etickych komisi

. kopie vypisu z obchodniho rejstiiku

PPD a plnd moc podpisujiciho za
PPD

: Kopie zfizovaci listiny

poskytovatele

: Finan¢ni formular PAF
. protokol klinickeho hodnoceni

(zalozen v dokumentaci u
zkousejiciho)

Millenium C16010 — Institution 3-way CTA - Pl Hajek
Approved for signature xx 20 July 2012

List of appendices to this agreement:

Appendix no. 1: Payment Schedule
Appendix no. 2: copy of Power of Attorney
from the Sponsor to PPD
: Sponsor POA for its EU
representative
Appendix no. 4. copy of confirmation of
insurance
Appendix no. 5: copies of concurring opinions
from the Ethics Committees
Appendix no. 6: copy of extract from the
Commercial Register of PPD
and POA of PPD signatory
Appendix no. 7: copy of the Incorporation deed
of Medical Facility
: Payment Authorization Form
protocol of the Clinical Study
(Stored in the Principal
Investigator’s documentation)

w

Appendix no.

oo

Appendix no.
Appendix no.

©
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