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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

1.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 searched, the appropriate additional fees must be paid.

Group I, claims 1-17 and 26-33, drawn to methods for diagnosing Parkinson's disease by detecting a NURR1 mutation.

Group II, claims 18-25, drawn to methods for diagnosing Parkinson's Disease by detecting a decrease in the level of NURRI protein
or mRNA.

Group III, claims 34-41, drawn to methods for detecting an upregulation of NURR1 by providing a test compound to a transgenic
animal.

Group IV, claims 42 and 43, drawn to kits comprising NURR1 primers.

Group V, claim 44, drawn to NURR1 polynucleotides comprising a -291Tdel mutation.

Group VI, claim 45, drawn to a NURR1 polynucleotide comprising a - 245 T-G substitution.
Group VII, claim 46, drawn to a NURRI1 polynucleotide comprising a 7048G7049 polymorphism.
Group VIII, claims 47-50, drawn to transgenic animals.

Group IX, claim 51, drawn to a method of treating Parkinson's disease by administering a protein.

The inventions listed as Groups I-IX 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:

The technical feature lacking the inventions of Group I-IX is the NURRI nucleic acid and protein. The expression “special
technical feature” means those technical features that define a contribution which each of the claimed inventions, considered as a
whole, makes over the prior art. In the instant application, the linking technical feature of a the NURR1 nucleic acid and protein does
not constitute a contribution over the prior art because the NURR1 nucleic acid and protein were known in the art at the time the
invention was made, as admitted in the disclosure at pages 2-5. Thus, there is no special technical feature linking the recited groups,
as would be necessary to fulfill the requirement for unity of invention. Furthermore, each of the methods of groups I, II, III, and IX
are distinct from another and do not share a common special technical feature and each of these methods defines a separate invention.
Additionally, each of the products of groups IV-VIII constitute distinct nucleic acid molecules, each having a different structure and
each having different functional properties.

This application contains claims directed to more than one species of the generic invention. These species are deemed to lack unity of
invention because they are not so linked as to form a single general inventive concept under PCT Rule 13.1.

In order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as
follows:

A. With respect to Group I, claims 1-17 and 26-33, the claims include the species of each of the individual primers of SEQ ID NO: 3-
30, 37-42, 88-93 and 95-123.

Claim 3 includes the species of SEQ ID NO: 3-30, 37-42, 88-93 and 95-123.

The following claim(s) are generic: 1, 2, 4-17 and 26-33.
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The species listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the
species lack the same or corresponding special technical features for the following reasons: each of the primer sequences are from
distinct regions of NURR! and have different nucleotide sequences and functional properties in that they amplify distinct regions of
NURRI. :

B. With respect to Group IV, claims 42 and 43, the claims include the species of each of the individual primers of SEQ ID NO: 3-30,
37-42, 88-93 and 95-123.

Claim 43 includes the species of SEQ ID NO: 3-30, 37-42, 88-93 and 95-123.
The following claim(s) are generic: 42.

The species listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the
species lack the same or corresponding special technical features for the following reasons: each of the primer sequences are from
distinct regions of NURR1 and have different nucleotide sequences and functional properties in that they amplify distinct regions of
NURRI.

C. With respect to group XIII, the claims include the species of:
1. A transgenic animal containing a nucleic acid having a ~291Tdel mutation.
2. A transgenic animal containing a nucleic acid having a -254T-G substitution.
3. A transgenic animal containing a nucleic acid having a 7048G7049 polymorphism.
4. A transgenic animal containing a nucleic acid having a mutation as in SEQ ID NO: 36.

Claim 50 includes species 1-4.
The following claims are generic: 47-49.

The species listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the
species lack the same or corresponding special technical features for the following reasons: each of the species is drawn to a
transgenic animals which contains a nucleic acid having a different mutation in the NURR1 gene. Each of these mutant NURR1
nucleic acids has a distinct chemical structure and has a distinct functional activity.
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