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BOX ITI. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
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 1-18, drawn to metbod of inhibiting calcium ion excitation secretion cascade comprising administering at least one metal
ion, wherein the metal ion is a heavy metal ion such as zinc, copper, manganese, iron or tin.

Group I, claims 1-18, drawn to method of inhibiting calcium ion excitation secretion cascade comprising administering at least .one
metal ion, wherein the metal ion is not a heavy metal ion, e.g., magnesium, aluminum, classified in Class .

The inventions listed as Groups I and II 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: Group I is directed to the therapeutic use of
heavy metal ions, whereas Group Il is directed to the therapeutic use of metal ions that are not heavy metals. Clearly, none of the metals
can be considered to be sharing any common structure; and further, the metals do not all belong to one recognized class of chemicals
since heavy metals are categorized separately from non-heavy metals in both the U.S. classification system and IPC. Heavy metal active
agents are classified in U.S. Class 424, subclasses 617-656 and IPC(7) A61K 33/24-33/38. Metal ions that are not heavy metal ions are
classified elsewhere. Therefore, the heavy metals and ions thereof clearly belong to a separately recognized class of chemical substances.
Moreover, the metals are so distinct that use of one of the metals is not actually indicative or suggestive of use of the other metals in the
absence of nexus type art. Therefore, the contribution over the prior art, @ priori, is in the use of these distinct types of metal ions.

Therefore, there is no technical relationship among the claimed inventions involving one or more of the same or corresponding special
technical features. The contribution over the prior art that each of the inventions makes over the prior art, considered as a whole, is in
the use of the metal ions for therapy of various diseases associated with calcium ion excitation secretion cascade, such as rhinitis. Hence,
use of different metal ions (heavy metal ions or non-heavy metal ions) define a separate and distinct contribution over the prior art. The
claims therefore lack a unity of invention.
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