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A. CLASSIFICATION OF SUBJECT MATTER
IPC(7) :  A61K 38/10, 38/00, 38/02; CO7K 5/00, 7/00
UsCL 1 530/326, 324, 325; 514/12, 13, 14

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
U.S. : 530/326, 324, 325, 514/12, 13, 14

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
Please See Continuation Sheet

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y TWO 98/03189 (COGNETIX, INC.) 29 January 1998 (20.01.1998), page 6, line 27-page 6-9
8, line 14; page 10, line 9-page 11, line 9; page 19, line 29-page 21, line 23; Examples 6-
Y US 5,844,077 (SAYDOFF) 1 December 1998 (1.12.1998), column 2 lines 44-67, 6 and 7
Example.
A OLIVERA, et al., Conotoxins, in Retrospect, Toxicon January 2001, Vol. 39, No. 1, 1, 2 and 5-9
? pages 7-14. See whole document.
A N LIRAZAN et al., The Spasmodic Peptide Defines a New Conotoxin Superfamily. 1, 2 and 5-9

"Biochemistry February 2000, Vol. 39, No. 7, pages 1583-1588, See whole document.
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet)

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

1. I:I Claim Nos.:

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

2. D Claim 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 Claim Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule
6.4(a).

Box II Observations where unity of invention is lacking (Continuation of Item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet

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

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.

OO

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. M 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, 2 and 5-9, in part

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.

|:| No protest accompanied the payment of additional search fees.
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

This International Search Authority has found 384 inventions claimed in the International Application covered by the claims indicated
below:

Group 1-32, claims 1, 2 and 5-9, in part drawn to one of 32 Conotoxin peptides, respectively, the corresponding propeptide and a
method for treating or preventing a neurologic disorders or a psychiatric disorder in which pathophysiology involves excessive
excitation of nerve cells, comprising administering to a patient one of Conotoxin peptides, wherein the neurologic disorder is seisure.
For group 1, the claims will be searched to extent that they read upon Conotoxin-Af6 and the corresponding propeptide. If group 2 is
elected, the claims will be searched to extent that they read upon Conotoxin-Bt1 and the corresponding propeptide.

Group 33-64, claims 3 and 4, in part drawn to a nucleic acid encoding one of 32 conopeptide propeptide, respectively. For group 33,
the claims will be searched to extent that they read upon the nucleic acid encoding the propeptide of Conotoxin-C1. If group 34 is
elected, the claims will be searched to extent that they read upon the nucleic acid encoding the propeptide of Conotoxin-C2.

Group 65-96, claims 6, 7, 10 and 11, in part drawn to a method for treating or preventing a neurologic disorder in which
pathophysiology involves excessive excitation of nerve cells, comprising administering to a patient one of Conotoxin peptides,
wherein the neurologic disorder is neurotoxic injury associated with conditions of hypoxia, anoxia or ischemia. For group 65, the
claims will be searched to extent that they read upon Conotoxin-Af6. If group 66 is elected, the claims will be searched to extent that
they read upon Conotoxin-Bt1.

Group 97-128, claims 6, 7 and 12-14, in part drawn to a method for treating or preventing a neurologic disorder in which
pathophysiology involves excessive excitation of nerve cells, comprising administering to a patient one of Conotoxin peptides,
wherein the neurologic disorder is neurodegenration. For group 97, the claims will be searched to extent that they read upon
Conotoxin-Af6. If group 98 is elected, the claims will be searched to extent that they read upon Conotoxin-Bt1.

Group 129-160, claims 6, 7 and 15-16, in part drawn to a method for treating or preventing a neurologic disorder in which
pathophysiology involves excessive excitation of nerve cells. comprising administering to a patient one of Conotoxin peptides,
wherein the neurologic disorder is pain. For group 129, the claims will be searched to extent that they read upon Conotoxin-Af6. If
group 130 is elected, the claims will be searched to extent that they read upon Conotoxin-Bt1.

Group 161-192, claims 6, 7 and 17-18, in part drawn to a method for treating or preventing a neurologic disorder in which
pathophysiology involves excessive excitation of nerve cells, comprising administering to a patient one of Conotoxin peptides,
wherein the neurologic disorder is chemical toxicity. For group 161, the claims will be searched to extent that they read upon
Conotoxin-Af6. If group 162 is elected. the claims will be searched to extent that they read upon Conotoxin-Btl.

Group 193-224, claims 6. 7 and 19-20, in part drawn to a method for treating or preventing a neurologic disorder in which
pathophysiology involves excessive excitation of nerve cells, comprising administering to a patient one of Conotoxin peptides,
wherein the neurologic disorder is dystonia. urinary incontinence, muscle relaxation or sleep disorder. For group 193, the claims will
be searched to extent that they read upon Conotoxin-Af6. If group 194 is elected, the claims will be searched to extent that they read
upon Conotoxin-Btl.

Group 225-256. claims 6. 7 and 21-22_ in part drawn to a method for treating or preventing a psychiatric disorder in which
pathophysiology involves excessive excitation of nerve cells. comprising administering to a patient one of Conotoxin peptides,
wherein the psychiatric disorder is anxiety. major depression. manic-depressive illness. obsessive-compulsive disorder, schizophrenia
or mood disorder. For group 225. the claims will be searched to extent that they read upon Conotoxin-Af6. If group 226 is elected,
the claims will be searched to extent that they read upon Conotoxin-Bt1.

Group 257-288, claim 23. in part drawn to a method for treating memory or cognitive deficits, comprising administering to a patient
one of Conotoxin peptides. For group 257. the claims will be searched to extent that they read upon Conotox1n-Af6 If group 258 is
elected. the claims will be searched to extent that they read upon Conotoxin-Btl1.
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Group 289-320, claim 23, in part drawn to a method for treating HIV infection, comprising administering to a patient one of
Conotoxin peptides. For group 289, the claims will be searched to extent that they read upon Conotoxin-Af6. If group 290 is
elected, the claims will be searched to extent that they read upon Conotoxin-Bt1.

Group 321-352. claim 23, in part drawn to a method for treating ophthalmic indications, comprising administering to a patient one of
Conotoxin peptides. For group 321, the claims will be searched to extent that they read upon Conotoxin-Af6. If group 322 is
elected, the claims will be searched to extent that they read upon Conotoxin-Bt1.

Group 353-384. claim 24. in part drawn to a method for controlling nematodes or parasitic worms, comprising applying to the locus
one of Conotoxin peptides. For group 353, the claims will be searched to extent that they read upon Conotoxin-Af6. If group 354 is
elected, the claims will be searched to extent that they read upon Conotoxin-Bt1.

The inventions listed as Groups 1-384 do not relate to a single 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: The special technical features of
Groups 1-32 are the specific 32 Conotoxin peptides, the specific corresponding propeptides and the specific method for treating or -
preventing a neurologic disorder of seisure using the Conotoxin peptides claimed therein. In contrast, the special technical features of
Groups 33-64 are the particular nucleic acids encoding 32 conopeptide propeptides claimed therein; the special technical features of
Groups 65-96 are the particular method for treating or preventing a neurologic disorder of neurotoxic injury associated with
conditions of hypoxia, anoxia or ischemia using the Conotoxin peptides claimed therein; the special technical features of Groups 97-
128 are the particular method for treating or preventing a neurologic disorder of neurodegenration using the Conotoxin peptides
claimed therein; the special technical features of Groups 129-160 are the particular method for treating or preventing a neurologic
disorder of pain using the Conotoxin peptides claimed therein; the special technical features of Groups 161-192 are the particular
method for treating or preventing a neurologic disorder of chemical toxicity using the Conotoxin peptides claimed therein; the special
technical features of Groups 193-224 are the particular method for treating or preventing a neurologic disorder of dystonia, urinary
incontinence, muscle relaxation or sleep disorder using the Conotoxin peptides claimed therein; the special technical features of
Groups 225-256 are the particular method for treating or preventing the psychiatric disorder of anxiety, major depression, manic-
depressive illness, obsessive-compulsive disorder, schizophrenia or mood disorder using the Conotoxin peptides claimed therein; the
special technical features of Groups 257-288 are the particular method for treating memory or cognitive deficits using the Conotoxin
peptides claimed therein; the special technical features of Groups 289-320 are the particular method for treating HIV infection using
the Conotoxin peptides claimed therein; the special technical features of Groups 321-352 are the particular method for treating
ophthalmic indications using the Conotoxin peptides claimed therein; and the special technical features of Groups 353-384 are the
particular method for controlling nematodes or parasitic worms using the Conotoxin peptides claimed therein. The 32 Conotoxin
peptides, the corresponding propeptides and the nucleic acids encoding the propeptides are unrelated, each to the other. Each peptide
or nucelic acid is unrelated and does not share a special technical feature with the other. Additionally, the claimed methods produce
different results which are not coextensive and which do not share the same technical feature. Since the special technical featre of
Group 1 is not present in the claims of Groups 2-384, and the special technical features of Groups 2-384 are not present in the claims
of Group 1. Thus, unity of invention is lacking.

Continuation of B. FIELDS SEARCHED Item 3:

EAST search on USPAT. DERWENT, EPO JPO, USPGPUB; STN search on MEDLINE, CAPLUS, BIOSIS, EMBASE.
SCISEARCH, AGRICOLA. Search terms: conotoxin, conopeptide. conantokin. gamma-carboxyglutamate, neurological disorder.
psychiatric disorder. seizure. epilepsy. Amino acid sequence search on SEQ ID NO:133.
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