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BT H/NROFERMFTRREIEL 20 FIRRED
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HEEFL AL L DLT OBEHRM
XEEY A 2T 5,

[ FRHE]
KETITONI/NEZSGRE L-E 1 8
FEPRRBR (ADVL0912) & [E—DHE,
B EZ1E (Best Response) (2 X ¥ 1A¥%)h
REHET D,

[FEfEsiK]

[Z1HH/5— N] B EITEEN ALK
Btk ALCL B, &2 W\ IIRFERE
9~18 i

(55 11 #H/%— M EF £ 72 138G ALK
Bt ALCL BE 14 1 (BB 13— bo
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. 5 -
Agreement on the Transfer of Sponsor Duties Ty

rere -
for the clinical trial:
IntReALL SR 2010
International study for treatment of standard risk childhood
relapsed ALL 2010.

A randomized Phase Il Study conducted by the Resistant Disease
Committee of the International BFM Study Group

Between
The International Sponsor of the Clinical Trial

Charité ~Universitaetsmedizin Berlin

Represented by:

Dr. Arend von Stackelberg {Sponsorrepresentative)
Fabian Hempel, (Director of Finance for the Faculty)

Charitéplatz 1, 10117 Berlin
hereafter referred o as “Sponsor”

and
The National Co-Sponsor for the Japan:




Responsible Contact Persons during the term of this contract

for the Sponsor:

Name: Dr. Arend von Stackelberg

Contact details: Pediatric Oncology/
Hematology, Charité —~ Universitdtsmedizin
Berlin, Augustenburger Platz 1, 13353 Berlin,
Germany, Tel: +48 30 450 666833, Fax: +49 30
450 566801, e-mail:
arend.stacketberg@charite.de

Deputy: Corinna Meier-Windhorst

Cantact details: Coordination Center for Clinical
Trials (KKS) Charité, Augustenburger Patz 1,
13353 Berlin, Germany, Tel: +49 30 450 553544,
Fasx: +49 30 450 5535837, e-mail:corinna.meler-
windhorst@charite.de ‘

for the National Co-Sponsor:
Name: Dr. Keizo Horibe

Contact details:

Clinical Research Center, National Hospital
Organization Nagoya Medical Center
4-1-1 Sannomaru Naka-ku, Nagoya,

Aichi 460-0001 Japan

Phone: +81-52-851-1111 ex. 2775

FAX: +81-52-863-5503

E-mail: horibek@nnh.hosp.go.ip

Deputy: Ryuta Asada

Contact details:

Division of Clinical Research Promotion,
Clinical Research Center, National Hospital
Organization Nagoya Medical Center
4-1-1 Sannomaru Naka-ku, Nagoya,

Aichi 460-0001 Japan

Phone: +81-52-851-1111 ex. 2170

FAX: +81-52-212-7360

E-mail: rasada @nnh.hosp.go.jp

Responsible Trial Investigators

Lead Principal Investigator:

Name: Dr. Arend von Stackelberg

Contact details: Pediatric Oncology/
Hematology, Charité —~ Universitdtsmedizin
Berlin, Augustenburger Platz 1, 13353 Berlin,
Germany, Tel: +49 30 450 666833, Fax: +49 30
450 566901, e-mail:
arend.stackelberg@charite.de

Deputy: Dr. Claudia van Schewick,

Dr. Franziska Meyr

Contact details: Pediatric Oncology/
Hematology, Charité — Universitdtsmedizin
Berlin, Augustenburger Platz 1, 13353 Berlin,
Germany, Tel: +49 30 450 566074, Fax: +49 30
450 566901, e-mail:
Claudiz.vanschewick@charite.de,
franziska.meyr@charite.de

National Principal Investigator

Name: Dr. Hidemi Toyoda

Contact details: Department of Pediatrics

Mie University School of Medicine 2-174
Edobashi Tsu, Mie 514-8507, Japan,

Tel +81 59 232 1111

Fax: +81 59 231 5127

Deputy: Dr. Chitose Ogawa
Contact details:

Department of Pediatric
Cancer Center Hospital
5-1-1, Tsukiji, Chuo-ku, Tokyo, 104-0045, fapan
TEL +81-3-3542-2511

FAX +81-3-6800-5232

E-mail: chitoseo@agb3.so-net.ne.ip

Oncology,National
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1.1.The Sponsor is Sponsor according to the definition given in Arficle 2 {e) of the Directive
2001/20/EC and therefore responsible for the initiation, the management and / or financing of
the clinical trial. The Sponsor remains responsible for ensuring that the conduct of the Trial and
the final data generated complies with the Directive 2001/20/EC as well as the Directive
2005/28/EC and with Good Clinical Practice. ‘

1.2.The governance of the Trial relies on the established structures of the EU-Project as long as
possible. 1 year before the regular completion of the EU-Project the Sponsor-Representative will
provide a proposal to all National Co-Sponsors how to continue with the: Trial after the
completion of the EU-Project. in case that the EU-Project is terminated before the Sponsor
Representative shall have to provide a proposal within 30 days after the notice of the
termination to all National Co-Sponsors. :

1.3.As mentioned before, the Trial will be controlled by the Sponsor Representatwe = EU
Coordinator and the Trial Committee of the EU-Project. The final decision and respansibility
rests with the Sponsor Representative. Resigning members of the Trial Committee will be
replaced by other representatives of their respective organisations. As the term of the EU-
Project ends before completion of the Trial, it is agreed that the term of office respectively the
membership in the Trial Committee lasts until there will be a new decision on the membership
based on the agreement following the proposal according to 1.2..

1.4.As mentioned in the preamble Epratuzumab is currently not available in Japan. The parties
expect that it will become available during the timespan of the trial. Therefore thi’s' agreement
contains all the regulation concerning the use of Epratuzumab in the trial. It is agreed that the
parties follow this regulation as far as possible in the given moment. This especzaliy appliesto the
obligations of the participating sites within this trial, Because of the nature of these obligations
they need to be followed already during the setup-phase of the trial and are to be laid down in
the contracts with the sites.

2. ETHICAL AND LEGAL BASES

2.1.The accepted basis for the conduct of clinical trials in humans is founded on the protection of
human rights and the dignity of human beings with regard to the application of biology and

medicine and requires the compliance with the principles of Good Clinical Practice (GCP) and

detailed guidelines in line with those principles (Directive 2001/20/EC (2} and Directive
2005/28/EC (1} ).

2.2.GCP {Good Clinical Practice) is a set of internationally recognized ethical and scientific quality

requirements which must be observed for designing, conducting, recording and reporting clinical
trials that involve the participation of human subjects. Compliance with good clinical practice
provides assurance that the rights, safety and well-being of trial subjects are protected, and that
the results of the clinical trials are credible (Article 1 (2} of Directive 2001/20/EC).

19“}(‘ fg\k WRA

40123



T
4‘/;;‘.%&&\%\
{EneBlelER |

L Ree

2.3.National Co-Sponsor and Sponsor are required to consider all relevant guidance with ?gggéct {0
commencing and conducting a clinical trial (Article 4 of the Directive 2005/28/EC) and take into
account the consensus on harmonisation for GCP by the International Conference on
Harmonisation — ICH {Directive 2005/28/EC {8)).

2.4.This contract shall be based on the following European and international ethical and statutory
SOUrces:

e Directive 2001/20/EC OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL of 4 April 2001
on the approximation of the laws, regulations and administrative provisions of the Member
States relating to the implementation of good dlinical practice in the conduct of clinical trials
on medicinal products for human use (Official Journal L21, 01/05/2001 P. 0034 — 0044) and
detailed guidance,

e Directive 2005/28/EC of 8 April 2005 laying down principles and detailed guidelines for good
clinical practice as regards investigational medicinal products for human use, as well as the
requirements for authorisation of the manufacturing or importation of such products
(Official Journal L 91, 09/04/2005 P. 0013 - 0019). '

» Directive 95/46/EC of the European Parliament and of the Council of 24 October 1995 on the
protection of individuals with regard to the processing of personal data and on the free
movement of such data (Official Journal L 281, 23/11/1995 P. 0031 ~ 0050}.

e Scientific guidelines relating to the quality, safety and efficacy of medicinal products for
human use, as agreed upon by the CHMP and published by the Agéncy, as well as the other
pharmaceutical Community guidelines published by the Commission in the different volumes
of the rules governing medicinal products in the European Community {as stated in the
Directive 2005/28/EC (9)). ‘

2.5.The before mentioned legal frame is the basis for the Protocol and of the Trial and is therefore
binding for all National Co-Sponsors. To fulfil the requirements of the local legislation for all
activities for the Trial in the agreed region it shall be based as well on the following national
guidelines ‘ A
¢ The Ethical Guidelines for Clinical Studies (MHLW Notification No. 255 in 2003) formulated by

the Ministry of Health, Labour and Welfare (notified in July, 2003, overailv'revised in July
2008).

e Ethical Guidelines for Human Genome and Gene Analysis Research jointly formulated by the
Ministry of Health, Labour and Welfare, the Ministry of Education, Culture, Sports, Science
and Technology, and the Ministry of Economy, Trade and Industry {notified in March, 2001,
overall revised in December 2004, partly revised in June 2005, partly reyiSed in December
2008)). , | )

e The Pharmaceutical Affairs Law {Japan Law No. 145 of 1960) with regard to clinical use of
medicinal products. ’

The National Co-Sponsor warrants the accuracy and completeness of the ethical and legal
requirements for the agreed region with regard to the transferred duties. in case local / national law
conflicts with and / or deviates from the legal requirements mentioned under 2.4 or may do so in the
future, the National Co-Sponsor will inform Sponsor immediately in order to determine further
proceedings. If the National Co-Sponsor has to evaluate further legal requirements, these may
become part of this Agreement and added by addendum to this Agreement.
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2.6.This contract shall be based on German Law as to contractual obligations and rights without the
German conflict of law regulations and the regulations mentioned in 2.5. The jurisdiction lies
with the competent courts at Berlin.
2.7.The parties agree that in case of a dispute arbitration comes before jurisdiction. An arbitration
tribunal and procedure will then be nominated by the Sponsor. If not settled by this procedure

the dispute will be decided or finally settled by the courts of Berlin.
3. TERM AND TERMINATION OF THE CONDUCT

3.1.The Term of this Agreement begins with the completion of all signatures as requested and ends
with the termination of all duties,

3.2.This Agreement may be terminated before by written notice in case of:
{1} early termination of the Trial ‘
(2) any technical, methodological, organisational or legal impossibility to pursue the Trial

{3} any breach by one Party to this Agreement

(4) Major non- compliance with ethical and / or legal basis, especially GCP requirements

{5} IEC/IRB approval is not obtained or withdrawn for the agreed region

{6} No approval or a withdrawal of approval by any Competent Authority in the agreed region
{7} in case the Trial in the agreed region is funded in whole or in part by the EU-Project, the
partial or complete cessation of such funding of the Trial
A “normal withdrawal” from this Agreement is not foreseen as the Trial is based on participation
of all the Initiators and the trial sites they represent.

3.3.The Party initiating the termination according to clause 3.2 has to notify the Responsible Person
of the other Party in writing, which notice will include the reason(s) for the termination without
delay. In case of breach of agreement or major non-compliance under clause 3.2(3} or (4) the
Agreement will terminate if the noncomplying party fails to remedy such breach or major non-
compliance where it is capable of remedy within 30 days of a written notice from the terminating
party specifying the breach or non-compliance and requiring its remedy. In case of the other
circumstances set out in clause 3.2, the Agreement will terminate on provision of the written
notice. The details of termination (e.g. duration of duties, payments, etc.) will be defined in an
addendum. Only cases of wilful intent or culpable negligence may substantiate a claim for
compensation. _

3.4.1n the event of early termination the Sponsor must take all appropriate action to facilitate close
out of the Trial in a timely manner. The Sponsor will co-operate with the National Co-Sponsor to
fulfil the National Co-Sponsor’s duty to ensure that all persons recruited to participate in the Trial
in the agreed region who may be affected by the termination receive adequate medical care.
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4. OBLIGATIONS AND RESPONSIBILITIES

4.,1.The Sponsor transfers part of the Trial-duties to the National Co-Sponsor as stated below, as
stated in the Protocol (latest Version: 1.8 from 1% of Nov 2012) which is part of this agreement
and in the Task-Allocation-List “TAL”, attached as Appendix 1. The Sponsor authorises the

National Co-Sponsor to perform the transferred duties in the agreed region on behalf of the

Sponsor,

Due to national regulation in Japan the protocol had to and possibly will have to be amended

again. The procedure and the amendment are to be consented between the parties, the first

amendment — mentioned before - concerning the application of e-coli Asparaginase und

Mercaptopurine has already been agreed.

4.2.The National Co-Sponsor agrees to act as representative for the Sponsor of the Trial and to carry
out on behalf of the Sponsor the transferred duties relating to the conduct of the Trial vis-a-vis
third parties in the agreed region. The National Co-Sponsor will be responsible for the
transferred duties as defined in this agreement and ensure that the conduct of the Trial in the

agreed region ,

- complies with the regulation mentioned in 2.4 and 2.5,

- complies with the protocols in their valid versions including any amendments

- only commences after all regulatory or other required approvals have been granted

- follows the Standard Operating Procedures {(“SOPs”) of the Sponsor to the extent the SOPs
comply with the laws in the agreed region.

- follows the protocol, the laws, rules and regulations and guidance as for the appropriate use,
proper handling, storage, distribution of the IMP in the agreed region as well as with all
relevant principles of Good Manufacturing Practices (GMP) and Good Distribution Practices
(GDP). None of the drug may be distributed to others or outside the provisions of the protocol.

National Co-Sponsor will oblige any investigator, site and subcontractor to adhere to the before

mentioned rules, laws, regulations or all applicable standards for the conduct of the Trial

accordingly. |

4.3.The National Co-Sponsor shall on request provide the Sponsor with reasonable support in
fulfilling those duties not transferred to the National Co-Sponsor as required. ;

4.4.Each Party undertakes using all reasonable endeavours to achieve the successful completion of
the objectives of the Trial and of this Agreement.

4.5.The National Co-Sponsor shall provide a concept of the funding of the Trial in the agreed region
for the whole duration. If the Trial is being funded by the EU-Project in the Vagreecf,region as well
the National Co-Sponsor has to supply a proposal to the Sponsor one year bef_bre the regular
termination of the EU-Project on how to proceed with the Trial in regard to its organisation and
funding after the EU-Project expires. In case of early termination of the EU-Project the National
Co-Sponsor has to do so within 30 day after notification of the early termination. '

4.6.The National Co-Sponsor shall be entitled to subcontract obligations under this agreement. He
has to notify the Sponsor of the identity of the proposed subcontractor and transfer brief details
of the obligation or function that is being subcontracted. Such subcontracting shall not relieve
‘the National Co-Sponsor of any of the obligations {e.g. confidentiality, publication, IP-regulation
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