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Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemational search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.: .

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.: 5-71, 90-100 and 108-109
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

-—-continued on first extra page—-

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. .' No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
14

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fec.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

L__] No protest accompanied the payment of additional search fees.
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Continuation of Box |l Lack of Unity of Invention:

Group |: Claims 1-4, drawn to A method of inducing weight loss in a patient m need thereof, comprising administering at least one
effective dose of a GLP-I receptor agonist, wherein the effective dose does not induce substantial appetite suppression in the patient;
AND A method of preventing weight gain in a patient in need thereof. comprising administering at least one effective dose of a GLP-|
receptor agonist, wherein the effective dose does not induce substantial appetite suppression in the patient; AND A method of
controlling weight in a patient in need thereof, comprising: administering a GLP- receptor agonist regimen to the patient, the regimen
being effective to maintain therapeutic serum levels of said GLP-I receptor agonist below a nausea-inducing threshold level, and/or avoid
a nausea-inducing rise in GLP-1 levels.

Group IlI: Claims 72-89, drawn to a method for treating diabetes in a patient in need thereof, without inducing substantial nausea,
comprising: administering a regiment of GLP-1 receptor agonist formulated for sustained release and slow uptake to the patient's
circulation when administered.

Group lll: Claims 101-107, drawn to a method for treating type 1 or type 2 diabetes or obesity in a patient in need therefore, comprising:
administering once weekly a GLP-1-ELP fusion protein exhibiting slow uptake from an injection site, and at a dose equivalent to about
50 mg to about 100 mg of SEQ ID NO: 13; AND A unit dose of a GLP-1-ELP fusion protein, the unit dose having from 50 mg to 100 mg
of the fusion formulated for subcutaneous injection.

The inventions listed as Groups I-lll do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Groups |-l do not include the inventive concept of administering once weekly a GLP-1-ELP fusion protein exhibiting slow uptake from
an injection site, and at a dose equivalent to about 50 mg to about 100 mg of SEQ ID NO: 13; or A unit dose of a GLP-1-ELP fusion
protein, the unit dose having from 50 mg to 100 mg of the fusion formulated for subcutaneous injection, as required by Group lI.

Group | does not include the inventive concept of a method for treating diabetes in a patient in need thereof, comprising: administering a
regiment of GLP-1 receptor agonist formulated for sustained release and slow uptake to the patient's circulation when administered, as
required by Group Ii.

Group lIl does not include the inventive concept of a method for treating diabetes in a patient in need thereof, without inducing
substantial nausea, comprising: administering a regiment of GLP-1 receptor agonist formulated for sustained release, as required by
Group II.

Group Il does not include the inventive concept of a method of inducing weight loss /preventing weight gain in a patient m need thereof,
comprising administering at least one effective dose of a GLP-I receptor agonist, wherein the effective dose does not induce substantial
appetite suppression in the patient, as required by Group |.

Group lll does not include the inventive concept that wherein the effective dose does not induce substantial appetite suppression in the
patient, or that the regimen being effective to maintain therapeutic serum levels of said GLP-| receptor agonist below a nausea-inducing
threshold level, and/or avoid a nausea-inducing rise in GLP-1 levels, as required by Group |.

Groups |-l share the technical feature of a method for treating a metabolic disorder in a patient in need thereof, without inducing
substantial nausea, comprising: administering a GLP-1 receptor agonist regimen to the patient.

Groups I-1ll share the technical feature of a method for treating obesity/controlling weight in a patient in need thereof, comprising
administering a GLP-1 receptor agonist to the patient at a specific dose.

Groups lI-I1l share the technical feature of a method for treating diabetes in a patient in need thereof, comprising: administering a GLP-1
receptor agonist formulated for slow uptake when administered.

However, these shared technical features do not represent a contribution over the prior art, specifically, WO 2007/053946 A1 to Bridon
et al. (hereinafter '‘Brion') teaches a method for controlling weight and/or treating diabetes or obesity in a patient in need thereof (para
[0012}-'the methods of the invention comprise the step of administering to the subject an amount of conjugated insulinotropic peptide
effective for treating a disorder or condition while providing reduced nausea side effect. Exemplary conditions or disorders treatable with
insulinotropic peptides include, but are not limited to, obesity and diabetes, including maturity onset diabetes mellitus (type |l diabetes)',
[0053], [0056}), comprising:

—administering a dose of GLP-| receptor agonist (para [0012], [0095}-'Useful insulinotropic peptides include GLP-1, exendin-3 and
exendin-4, and their precursors, derivatives and fragments', {0102]-[0103]-'Useful peptides for the methods described herein include
those which are derivable from GLP-I such as GLP-I(I-37) and GLP-I(7-36)') regimen to the patient (para [0010}-{0012], {0052], [0053]),
—the regimen being effective to avoid nausea when administered (table 1; para [0054]-{0059)-'that the methods of the invention
encompass the prevention, reduction, and elimination of nausea in a subject receiving an insulinotropic peptide for the treatment of a
disorder or condition by selecting patients who are prone to experiencing, have experienced, or are experiencing nausea’, (00176,
[0091]-'Simitarly, amounts sufficient to prevent, mange, treat or ameliorate such disorders or conditions, but still sufficient to reduce
nausea relative to administration of an unconjugated insulinotropic peptide are also encompassed by the above described dosage
amounts and dose frequency schedules'); and/or

—the regiment of GLP-1 receptor agonist being formulated for slow uptake to the patient's circulation when administered (para [00176}-
The pharmacokinetic profile exhibited slow absorption and a prolonged exposure, with plasma drug levels rising for 4 to 6 days and then
declining thereafter’);

-wherein said GLP-1 receptor agonist could be administered by injection (para {00178}).

As said shared technical features were known at the time of the invention, these cannot be considered special technical feature that

would otherwise unify the groups.

Groups I-ll therefore therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical
feature.

Form PCT/ISA/210 (extra sheet) (July 2009)
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