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-***-Continued from Box No. Il 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 |, Claims 1-8 are directed toward a method of inhibiting growth of cancer cells and treating cancer in a patient comprising
administering cGAMP to a patient; as well as a method of enzymatically synthesizing cGAMP.

Group I, Claims 9-20 are difected toward a method for enzymatically synthesizing cGAsMP, and purifying cGAsMP.

The inventions listed as Groups | and |l 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 features of
Group I include treating cancer, not present in Group |l; the special technical features of Group Il include cGAsMP, not present in Group
I

Groups | and Il share the technical features including: a method for enzymatically synthesizing a cyclic G/A dinucleotide comprising: a.
providing recombinant cGAS; and b. combining cGAS with ATP or ATP phosphorothioate, GTP, and dsDNA to synthesize the cyclic G/A
dinucleotide. ’

However, these shared technical features are previously disclosed by the article ‘Cyclic GMP-AMP Synthase Is Activated by
Double-Stranded DNA-Induced Oligomerization' by Li et al. (hereinafter ‘Li").

Li discloses a method for enzymatically synthesizing a cyclic G/A dinucleotide (a method for enzymatically synthesizing 2',5° cGAMP (a
cyclic G/A dinucleotide); Figure 1; page 1020, column 1) comprising: a. providing recombinant cGAS (providing recombinant cGAS;
page 1020, column 1); and b. combining cGAS with ATP, GTP, and dsDNA (combining cGAS with ATP, GTP, and dsDNA; page 1020,
column 1) to synthesize the cyclic G/A dinucleotide (to synthesize the 2',5' cGAMP (cyclic G/A dinucleotide); Figure 1; page 1020,
-column 1).

Since none of the special technical features of the Groups | and |l inventions is found in more than one of the inventions, and since all of
the shared technical features are previously disclosed by the Li reference, unity of invention is lacking.
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