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Box No. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international 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. D Claims Nos.:

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.

Group I: Claims 1-15, directed to a finished pharmaceutical product adapted for oral delivery of an aromatic-cationic peptide, the
product comprising:

(a) a therapeutically effective amount of the aromatic-cationic peptide;

(b) at least one pharmaceutically acceptable pH-lowering agent; and

(c) at least one absorption enhancer effective to promote bioavailability of the active agent, wherein the pH-lowering agent is present in
the finished pharmaceutical product in a quantity which, if the product were added to 10 milliliters of 0.1 M aqueous sodium bicarbonate
solution, would be sufficient to lower the pH of the solution to no higher than 5.5, and wherein an outer surface of the product is
substantially free of an acid-resistant protective vehicle.

- Please see extra sheet for continuation -

1. I:l 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. El 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. VA 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.:
1-15

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

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.

I:] No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Continuation of Box |lI: Lack of Unity of Invention

Group 1l: claims 16-25, directed to a method for enhancing the bioavailability of a therapeutic aromatic-cationic peptide delivered orally in
a subject in need of such enhancement, the method comprising selectively releasing the aromatic-cationic peptide, together with at least
one pH-lowering agent and at least one absorption enhancer, into the subject's alimentary canal from a finished pharmaceutical product
adapted for delivery of the aromatic-cationic peptide, wherein an outer surface of the product is substantially free of an acid resistant
protective vehicle, wherein the pharmaceutical product is released into the alimentary canal in a quantity which, if added to 10 milliliters
of 0.1 M aqueous sodium bicarbonate solution, would be sufficient to lower pH of the solution to no higher than 5.5.

Group lll: claims 26, and 27, directed to a pharmaceutical composition for oral delivery of aromatic-cationic peptide comprising:

(A) a therapeutically effective amount of the aromatic-cationic peptide linked to a membrane translocator, the membrane translocator
possesses the capability of being at least partially cleaved from the active peptide in vivo by an enzyme;

(B) at least one pharmaceutically acceptable pH-lowering agent and/or protease inhibitor; and (C) an acid-resistant protective vehicle
effective to transport the pharmaceutical composition through the stomach of a patient while preventing contact between the aromatic-
cationic peptide and stomach proteases.

Group IV: claims 28-36, 38, directed to a pharmaceutical composition for nasal delivery of aromatic-cationic peptide comprising:
(1) the aromatic-cationic peptide; and
(2) a bioavailability enhancing agent selected from the group consisting of a fatty acid, a sugar ester of a fatty acid and a mixture thereof.

" Group V: claim 37, directed to a method of improving the stability of a liquid pharmaceutical composition of aromatic cationic peptide,
comprising adding citric acid or a salt thereof in a concentration from 10 to about 50 mM to the composition.

Group VI: claim 39, directed to a method of treating or preventing an overweight condition or obesity comprising administering to a
subject in need an effective amount of aromatic-cationic peptide in conjunction with a peptide having the amino acid sequence Cys-Ser-
Asn-Leu-Ser-Thr Cys-Val-Leu-Gly-Lys-Leu-Ser-Gin-Glu-Leu-His-Lys-Leu-GIn-Thr-Tyr-Pro-Arg-Thr-Xaa-Xaa-Gly-Xaa-Xaa-Thr-Xaa,
wherein amino acids 26, 27, 28, 29, and 31 can be any naturally occurring amino acid, and wherein amino acid 31 is optionalty
amidated.

The inventions listed as Groups | - VI 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:

Thg special technical feature of the claims of Groups I-VI claims are indicated in the Group descriptions, above.

The only common technical element shared by the above groups is that they are related to aromatic-cationic peptides. Groups |-V share
the common technical element of an absorption enhancer, wherein, for Groups |-l the enhancer is for oral defivery. Groups | and Ii
share the common technical element "wherein an outer surface of the product is substantially free of an acid-resistant protective
vehicle". Groups IV and V share the common technica! element of the formulation including citric acid. These common technical
elements do not represent an improvement over the combined prior art of US 2007/0134279 A1 to Stern, which teaches "pharmaceutical
product adapted for oral delivery of a physiologically active peptide agent, wherein the product comprises a therapeutically effective
amount of the active peptide agent; at least one pharmaceutically acceptable pH-lowering agent; and at least one absorption enhancer
effective to promote bioavailability of the active agent, wherein the pH-lowering agent is present in the finished pharmaceutical product in
a quantity which, if the product were added to 10 milliliters of 0.1M aqueous sodium bicarbonate solution, would be sufficient to lower the
pH of the solution to no higher than 5.5, and wherein an outer surface of the product is substantially free of an acid-resistant protective
vehicle. The product is adapted for use in a method for enhancing the bioavailability of a therapeutic peptide active agent delivered
orally” (abstract).

Although Stern does not explicitly recite that active peptide is an aromatic-cationic peptide, it was clear from the teaching of Stern that
the disclosed product was adaptable for delivery of any known pharmaceutical peptide (para [0020], [0024}). Further, in a related
disclosure, Szeto teaches an aromatic-cationic peptide for pharmaceutical administration (para [0009)) for treatment of pain (para
[0074]). It would have been obvious to one of skill in the art that it would be desirable for a therapeutic agent intended for the treatment
of pain to be absorbed into the body as quickly as possible, as treatments for pain relief are usually not undertaken until pain has already
occurred (i.e., the treatments are not undertaken prophylactically), and therefore, relief is needed immediately. It further would have
been obvious that the inclusion of an enteric coating, even at a volume "as low as possible", would interfere with rapid absorption. Given
that the active peptide in the composition taught by Stern was combined with an absorption enhancer, it would have been obvious that
the increased protection afforded by the enteric coating would not be necessary, or at least could be substantially omitted while still
allowing a substantial amount of the peptide to be absorbed, in order to allow absorption of the peptide as quickly as possible.
Accordingly, it would have been obvious to one of skill in the art to include the aromatic-cationic peptide of Szeto in the pharmaceutical
product taught by Stern in order to enable oral delivery of said peptide, while protecting the peptide from digestive acids and enabling
rapid absorption thereof.

Therefore, the inventions of Groups |-V! lack unity of invention under PCT Rule 13 because they do not share a same or corresponding
special technical feature.
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