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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. g Claims Nos.: 3-10, 18-35
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: Claim 1, drawn to methods for prophylactic treatment for an animal at risk for experiencing an attack of hereditary angioedema.

Group lI: Claims 2, 11-13, 17, drawn to methods for prophylactic treatment for an animal at risk for or exhibiting an inflammatory
condition, and methods for inhibiting inflammation.

Group llI: Claim 14, drawn to a method for inhibiting edema.
Group IV: Claim 15, drawn to a method for inhibiting vascular permeability.
-—please see extra sheet—

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.:
1

Remark on Protest I:l 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.

D 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 No 1l Observations where unity of invention is lacking
Group V: Claim 16, drawn to a method for inhibiting vascular leakage.

Group Vi: Claims 36-38, drawn to a modified oligonucleotide complementary to kallikrein and use of a modified oligonucleotide in the
manufacture of a medicament.

Group Vil: Claims 39-42, drawn to methods comprising increasing or stabilizing HMWK.

The inventions listed as Groups |-Vl 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 comresponding special technical features for the following reasons:

The shared technical feature of the inventions listed as Groups I-VIi is a modified oligonucleotide consisting of 12 to 30 linked
nucleosides, wherein the modified oligonucleotide is at least 90% complementary to a kallikrein nucleic acid. This shared technical
feature fails to provide a contribution over the prior art, as evidenced by US 2008/0280811 A1 to Feener et al. (published November 13,
2008; hereinafter 'Feener’). Feener discloses a kallikrein inhibitor (para {0062] - "Suitable kallikrein/kinin signalling inhibitors can act at
any point in the kallikrein/kinin pathway, and include, but are not limited to, inhibitory nucleic acids, e.g., antisense, RNAi, and aptamers,
that are specific for a protein in the pathway") comprising a modified oligonucleotide (para [0077] - " an antisense nucleic acid (e.g., an
antisense oligonucleotide) can be chemically synthesized using naturally occurring nucleotides or variously modified nucleotides™)
consisting of 12 to 30 linked nucleosides (para [0076] - "An antisense oligonucleotide can be, for example, about 7, 10, 15, 20, 25, 30,
35, 40, 45, 50, 55, 60, 65, 70, 75, 80, or more nucleotides in length”), wherein the modified oligonucleotide is at least 90%
complementary to a kallikrein nucleic acid (para [0076] - "An antisense nucleic acid can be designed such that it is complementary to the
entire coding region of a target mMRNA, but can also be an oligonucleotide that is antisense to only a portion of the coding or noncoding
region of the target mMRNA"). In the absence of a contribution over the prior art, the shared technical feature is not a shared special
technical feature.

The shared technical feature of the inventions listed as Groups I-V is a method for treating an animal comprising administering to the
animal a therapeutically effective amount of a modified oligonucleotide consisting of 12 to 30 linked nucleosides, wherein the modified
oligonucleotide is at least 90% complementary to a kallikrein nucleic acid. This shared technical feature fails to provide a contribution
over the prior art, as evidenced by the article entitled "Critical role of kallikrein in hereditary angioedema pathogenesis: a clinical trial of
ecallantide, a novel kallikrein inhibitor” by Schneider et al. (published in J Allergy Clin Immunol, August 2007, Vol 120, No 2, pages 416-
22; hereinafter 'Schneider’ in view of Feener. Schneider discloses a method comprising, identifying an animal at risk for experiencing an
attack of hereditary angioedema (abstract - "Hereditary angioedema (HAE) is a rare, autosomal-dominant disorder caused by C1
inhibitor gene mutation. Patients with HAE experience intermittent attacks"; p 417, col 2, para 3 - "Patients were required to be at least
10 years of age and to have confirmed HAE. Diagnosis was established by the presence of at least 1 clinical and 1 laboratory criterion”);
and administering to the at risk animal a therapeutically effective amount of an inhibitor of kallikrein (abstract - administration of
ecallantide, an inhibitor of kallikrein; p 417, col 2, para 1 - "Patients were randomized to treatment with a single dose of ecallantide (5,
10, 20, or 40 mg/m2 intravenously) or placebo (PBS) by intravenous infusion”). Schneider does not specifically disclose that the
administration is prophylactic. However, Schneider does teach that researchers have been searching for prophylactic medical
treatments for hereditary angioedema (p 416, col 2, para 2), and one of ordinary skill in the art would have found it obvious that
prophylactic administration would be beneficial since it would allow patients who have hereditary angioedema to avoid suffering through
the uncomfortable symptoms of an attack. Further, Schneider does not disclose wherein the inhibitor of kallikrein is a modified
oligonucleotide consisting of 12 to 30 linked nucleosides, wherein the modified oligonucleotide is at least 90% complementary to a
kallikrein nucleic acid. However such kallikrein inhibitors are known in the art, as exemplified by Feener, which discloses a kallikrein
inhibitor (para [0062] - "Suitable kallikrein/kinin signalling inhibitors can act at any point in the kallikrein/kinin pathway, and include, but
are not limited to, inhibitory nucleic acids, e.g., antisense, RNAi, and aptamers, that are specific for a protein in the pathway") comprising
a modified oligonucleotide (para [0077] - " an antisense nucleic acid (e.g., an antisense oligonucleotide) can be chemically synthesized
using naturally occurring nucleotides or variously modified nucleotides”) consisting of 12 to 30 linked nucleosides (para [0076} - "An
antisense oligonucleotide can be, for example, about 7, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, or more nucleotides in
length”), wherein the modified oligonucleotide is at least 90% complementary to a kallikrein nucleic acid (para [0076] - "An antisense
nucleic acid can be designed such that it is complementary to the entire coding region of a target mRNA, but can also be an
oligonucleotide that is antisense to only a portion of the coding or noncoding region of the target mMRNA"). Feener further discloses the
administration of the modified oligonucleotides to a subject (para [0014]). One of ordinary skill in the art would have found it obvious to
modify the method of Schneider in view of the Kkallikrein inhibitor of Feener because Schneider teaches that inhibition of kallikrein was
shown to be effective in treating hereditary angioedema, and Feener provides a composition that is capable of inhibiting kallikrein. In the
absence of a contribution over the prior art, the shared technical feature is not a shared special technical feature.

The shared technical feature of the inventions listed as Groups Il and Vil is the treatment of an inflammatory condition. This shared
technical feature fails to provide a contribution over Feener, which discloses treatment (para [0008] - "methods for the treatment of
disorders associated with excessive vascular permeability”) of an inflammatory condition (para [0018] - "Other disorders associated with
increased permeability include, but are not limited to, excessive vascular permeability associated with hypertension or inflammation”). In
the absence of a contribution over the prior art, the shared technical feature is not a shared special technical feature

Further, the specia! technical feature of the inventions listed as Group | is the treatment of hereditary angioedema. This special technical
feature is not shared by the inventions of Groups II-VIl. The special technical feature of the inventions listed as Group Il is the inhibition
of edema. This special technical feature is not shared by the inventions of Groups 1I-VII. The special technical feature of the inventions
listed as Group [V is the inhibition of vascular permeability. This special technical feature is not shared by the inventions of Groups I-1il
and V-VII. The special technical feature of the inventions listed as Group V is the inhibition of vascular leakage. This special technical
feature is not shared by the inventions of Groups I-1V and VI-VII. The special technical feature of the inventions listed as Group Vil is the
increase or stabilization of HMWK. This special technical feature is not shared by the inventions of Groups |.

The inventions of Groups |-Vl lack the same or corresponding special technical features and therefore lack unity with one another.

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