I"I I nserm MATERIAL TRANSFER AGREEMENT
o

La science pour la santé
From science to health

Within the framework of the missions of INSTITUT NATIONAL DE LA SANTE ET DE LA RECHERCHE MEDICALE
(French National Institute of Health and Medical Research) (hereinafter “INSERM”), a French public scientific and
technological establishment, which are assigned to it by French law n° 82-610 of July 15, 1982 and French decree n° 83-
975 of November 10, 1983, INSERM wishes to promote the advancement of science by providing the material described
below and by granting a non-exclusive and non commercial utilization right to the scientific community in a research

purpose only.

In particular, INSERM agrees to transfer the Biological Material developed by INSERM Laboratory described below
(hereinafter “INSERM Laboratory”) and especially by the scientist responsible of such biological material (hereinafter the
“Scientist’) to the benefit of the Institution and the Investigator (hereinafter jointly referred to as “RECIPIENT” and
hereafter described), subject only to the RECIPIENT's strict respect of the conditions stated in the present agreement
(hereinafter referred to as the “Agreement”).

Institution
Investigator employer

Investigator
Asking for Original Material

Site of investigation
Address where Research
shall be conducted

Original Material
description and quantity

Mouse strain 129-Igf1rflox (Holzenberger et al. Endocrinology 2000, 2001; NAR 2000;
Kappeler et al. PLoS Biol 2008; Gontier et al. J Neurosci 2015; Francois et al.
Endocrinology 2017)

Scientist who will provide

Dr. Martin Holzenberger

the Material martin.holzenberger@inserm.fr
INSERM Laboratory INSERM and Sorbonne University
Research Center UMR 938
Faculty of Medicine Pierre and Marie Curie
27 rue Chaligny
F-75571 PARIS 12 (FRANCE)
Research

Which shall be carried out
by the Investigator through
the use of Original Material
(Research shall be
completed with an
Appendix, which shall be
an integrative part of the
Agreement)




. DEFINITIONS -

(i) Commercial Purposes: The sale, lease, license, or other transfer of the Material or Modifications to a for-profit
organization. Commercial Purposes shall also include uses of the Material or Modifications by any organization,
including RECIPIENT, to perform contract research, to screen compound libraries, to produce or manufacture
product for general sales, or to conduct research activities that result in any sale, lease, license, or transfer of the
Material or Modifications to a for-profit organization.

(ii) Material: Original Material, Progeny and Unmodified Derivatives. The Material shall not include: (a) Modifications or
(b) other substances created by RECIPIENT through the use of the Material which are not Modifications, Progeny or
Unmodified Derivatives.

(iii) Modifications: Substances created by RECIPIENT which contain/incorporate the Material. Example: Progeny of the
MATERIALS that contain the Igfirlox mutation and also other transgenes or other mutations on any genetic
background.

(iv) Original Material: The research material being transferred by INSERM, including all relevant data.

(v) Progeny: Unmodified descendant from the Material, such as virus from virus, cell from cell, or organism from
organism.

(vi) Unmodified Derivatives: Substances created by RECIPIENT which constitute an unmodified functional subunit or
product expressed by the Original Material. Some examples include: subclones of unmodified cell lines, purified or
fractionated subsets of the Original Material, proteins expressed by DNA/RNA supplied by INSERM Laboratory or
monoclonal antibodies secreted by an hybridoma cell line.

(vii)Modified Progeny: Modified descendant from the Material, i.e. descendant from the Material that express new genetic
characteristics, obtained by Recipient, for example, by cross-breeding or recombinant DNA methods.

TERMS AND CONDITIONS OF THIS AGREEMENT

1. OBJECT

1.1 RECIPIENT acknowledges that this Agreement is entered into in order to encourage scientific collaboration aimed
at further development and application of the Original Material and exchange of technical data.

1.2 INSERM agrees to supply the Original Material to RECIPIENT under conditions set forth herein.

2. SuPPLY OF ORIGINAL MATERIAL

2.1 The Scientist shall send the Original Material to the Site of investigation to the attention of the Investigator.

2.2 INSERM and the Scientist could not be held responsible for the possible damages of transport. Should the Original
Material not arrive or arrive at the Site of investigation under conditions such as it would be unusable, the Scientist
will return the Original Material to the Site of investigation to the attention of the Investigator.

2.3 The Original Material sending charges shall be integrated, if necessary, under the financial conditions mentioned in
the present Agreement.

3. UsE

3.1 RECIPIENT agrees that the Material :
(a) is to be used solely for purpose of Research described here before;
(b) will not be distributed or released to any third parties for any purpose;
(c) will not be used in human subjects, in clinical trials, or for diagnostic purposes involving human subjects;
(d) is to be used only in compliance with all laws and regulations applicable to the Material; and
(e) is to be used only at RECIPIENT place and by scientists working in RECIPIENT’s laboratory or under the
RECIPIENT direct responsibility.

3.2 RECIPIENT shall have the right, without restriction, to distribute substances it has created through the use of the
Original Material only if those substances are not Progeny, Modified Progeny, Unmodified Derivatives, or
Modifications.

3.3 Without prior written consent from INSERM-TRANSFERT, RECIPIENT may NOT provide Modifications for
Commercial Purposes. If RECIPIENT wishes to use or obtain a license of the Material or Modifications for
Commercial Purposes, RECIPIENT may first require a commercial license from INSERM subsidiary, INSERM-
TRANSFERT, and INSERM-TRANSFERT has no obligation to grant such a license to RECIPIENT. RECIPIENT
acknowledges that INSERM-TRANSFERT can, in addition, grant a license, exclusive or non-exclusive, sell or
assign all or part of said rights under the Material to third parties, subject to antecedent rights held by others.

3.4 RECIPIENT acknowledges that the Material is or may be the subject of a patent application.

Except as provided in this Agreement, no express or implied licenses or other rights are provided to RECIPIENT
under any patents, patent applications, trade secrets or other proprietary rights of INSERM, including any altered
forms of the Material made by INSERM.

3.5 RECIPIENT acknowledges that nothing herein shall create, or be construed to create any license to RECIPIENT or
any obligation to enter into any other agreement.
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4. PROPERTY

4.1

4.2

4.3

4.4

4.5

4.6

INSERM retains ownership of the Material, including any Material contained or incorporated in Modifications.

Furthermore, INSERM retains all rights it may have in accordance with intellectual property laws under inventions,
in particular patentable, which could result from the use of the Original Material by RECIPIENT.

Modifications realized only by INSERM shall be the entire property of INSERM.

Modifications realized by both INSERM and RECIPIENT, or by the sole RECIPIENT, shall be the co-ownership of
INSERM and RECIPIENT.

RECIPIENT retains ownership of those substances created through the use of the Material or Modifications, but
which are not Progeny, Unmodified Derivatives or Modifications (i.e., do not contain the Original Material, Progeny,
or Unmodified Derivatives). A co-ownership agreement shall be negotiated for said substances which result from
collaborative joint efforts between INSERM and RECIPIENT.

With exception to articles 4.1, 4.2 and 4.3 disposals here-above, ownership of all Research results, patentable or
not, shall be function of the inventive contribution of the participants to their achievement. In case that all or part of
the Research results could be protected by a new patent application naming one or more INSERM and RECIPIENT
inventors, the parties shall consult each other to define the modalities of such a patent application filing, and its
exploitation conditions.

RECIPIENT will not file, or have filed in the name of third parties in any country, any patent application, or
intellectual property rights (copyrights, trademarks,...) claiming Material, Modifications, or any other material that
could not have been made without the Material, or manufacture or use method(s) of the Material or Modifications.

RECIPIENT undertakes to supply to INSERM, free of charge and within the best delay, the Modifications resulting
from the use of Material.

5. PUBLICATION - CONFIDENTIALITY

5.1

5.2

5.3

54

6.

This Agreement shall not be interpreted to prevent or delay publication of Research findings resulting from the use
of the Material or from its Modifications. RECIPIENT shall supply INSERM with a copy of all publication draft.

In accordance with scientific customs, the contributions of those who have made Material available or of
collaborators, if any, from INSERM will be reflected expressly in all written or oral public disclosures concerning
Research using the Material by acknowledgment or co-authorship, as appropriate. The origin of the Material and
any applicable patent notices must be included in such disclosures.

Nothing however in this Agreement shall be construed as conferring rights to use in advertising, publicity, or
otherwise the name of INSERM or INSERM-TRANSFERT or any of their marks.

RECIPIENT undertakes to respect and maintain strictly confidential all information identified as confidential
received from INSERM Laboratory.

RECIPIENT ensures that its personnel and any other persons in its service in any respect whatsoever respect and
agree to respect the confidential nature of said confidential information.

RECIPIENT undertakes to use confidential information only in the framework of the present Agreement.

Article 5.4 disposals shall take effect on the enter into force of the present Agreement and shall stay in force for a
five years period, notwithstanding expiration or earlier termination of the present Agreement.

FINANCIAL CONDITIONS

The Material is transmitted free of charge.

7. WARRANTIES

7.1

7.2

RECIPIENT accepts the Original Material "as is" and acknowledges that it is experimental in nature and that it
should be used with prudence and appropriate caution, since not all of its characteristics are known and it may
have hazardous properties. INSERM MAKES NO REPRESENTATIONS AND EXTEND NO WARRANTIES OF
ANY KIND, EITHER EXPRESSED OR IMPLIED. NO WARRANTIES, EXPRESS OR IMPLIED ARE OFFERED BY
INSERM, INSERM-TRANSFERT OR BY THE INVENTORS AS TO THE MERCHANTABILITY OR FITNESS FOR
A PARTICULAR PURPOSE OF THE MATERIAL OR AGAINST INFRINGEMENT. INSERM and its directors,
officers, employees, or agents assume no liability and make no representations in connection with the Material use
by RECIPIENT.

RECIPIENT accepts responsibility for all liabilities, demands, damages, expenses and losses arising out of or as a
result of RECIPIENTS or its contractors use, storage, and otherwise disposal of the Material and/or Confidential
Information for any purpose.

INSERM makes no representation that the use of the Material will not infringe any intellectual property right of any
third party.

8. TERMS OF CONTRACT

8.1

This Agreement enters into force at the last date mentioned on signature page and shall be terminated on the
earliest of the following dates: (a) 5 years from the date of signing this Agreement, or (b) on completion of
RECIPIENT's current Research with the Material, or (c) 30 days after sending by either party to the other of a
termination written notice, provided that:

- if termination should occur under (a) or (b), RECIPIENT shall discontinue its use of the Material and shall,
according to INSERM instructions, return or destroy any remaining Material. RECIPIENT shall, at its own
discretion, also either destroy the Modifications or remain bound by the terms of this Agreement related to
Modifications, and



- in the event INSERM terminates the Agreement under (c) other than for breach of this Agreement or for cause
such as an imminent health risk or patent infringement, INSERM will defer the effective date of termination for a
period of up to one year, upon request from RECIPIENT, to permit completion of Research in progress.

8.2 At the expiration date of said period or at the effective expiration date, RECIPIENT shall discontinue its use of the
Material and shall, according to INSERM instructions, return or destroy any remaining Material. RECIPIENT shall,
at its own discretion, also either destroy Modifications or remain bound by the terms of the Agreement related to
Modifications.

9. MISCELLANEOUS

9.1 This Agreement shall be governed by the laws of France. The French court shall have sole jurisdiction for any
litigation related to interpretation or execution of the Agreement, which parties shall not solve in an amicable way.

9.2 This Agreement constitutes the complete Agreement between INSERM and RECIPIENT with respect to the subject
matter hereof, and supersedes all prior oral or written understandings, communications or agreements not
specifically incorporated herein. If any provision of this Agreement is held to be unenforceable for any reason, such
provision shall be reformed only to the extent necessary to make it enforceable, and such decision shall not affect
the enforceability (i) of such provision under other circumstances, or (ii) of the remaining provisions hereof under all
circumstances.

In witness whereof, RECIPIENT and INSERM have executed this agreement as of the date below written.

INSERM RECIPIENT
Signature
Signature (Authorized signatory of the Institution)
Name : Name :
Title : INSERM Délégué(e) Régional(e) Title:
Date : Date :

READ, UNDERSTOOD AND AGREED TO BY THE READ, UNDERSTOOD AND AGREED TO BY THE

INSERM SCIENTIST : INVESTIGATOR :
Signature Signature

Name: Dr. Martin HOLZENBERGER Name:

Title: Research Director Title:

Date: Date:



