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they pertain to the ICOS gene. Furthermore, claim 15 will be examined in so much as SEQ ID NO: 33-36 and 53-54 amplify
repeats in the ICOS gene.

Group VI: Claims 12, 13-14, and 15 drawn to methods for determining the polymorphic variant or subtype of a PMR sequence in
the costimulatory receptor locus in a human subject using the CTLA4 gene. The generic claims in this group will be examined as
they pertain to the CTLA4 gene. Furthermore, claim1$5 will be examined in so much as the recited primers amplify repeats in the
CTLA4 gene.

Claim 12 recites multiple repeats and in the case of these multiple sequences applicant is entitled to examination of 10 of these
sequences. Applicant may pay for search of additional sequences in groups of four. (See Federal Register Publication 10/17/96).
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The inventions listed as Groups I-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: The special technical feature
of claim 1 is either the ability to detect a predisposition to autoimmune disease using the CD28 gene or the ability to detect a
predisposition to an sutoimmune disease using the ICOS gene. These two genes are distinct entities, and methods using them
comprise different inventions. Furthermore, claimed within this application are methods for detecting a predisposition to
autoimmune disease using a third gene, the CTLA4 gene, also coasidered to be a separate invention with a separate special
technical feature. The methods for typing the costimulatory receptor locus similarly comprise three additional inventions with
three additional special technical features.
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with one another since they are different chemical entities as indicated by their different sequences. As such, and as noted above,
applicant is entitled to the examination of ten of these sequences and then may pay for the examination of additional sequences in
groups of four.
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