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The inventions listed as Groups J through i)l do not refate to a single general Inventive concept under PCT Rule 13.1 because, under
PCT Rule 13.2, they lack the same or corresponding special tachnical features for the following reasons:

Special Technical Features

Groups Il and |1l do not require a method of treating a mast cell activity-assoclated disorder with one or more mast cell activity inhibitor,
as required by group |.

Groups | and |1l do not require 8 method of diagnosing or determining a mast cell activity-associated disorder such as MS by
determining prasence, leval and/or Iocation of one gr more mast cell activity factors, as required by group 1.

Group | and |l do not require a method of identifying an agent ussful in the treatment of a mast cell activity-associated disarder, as
required by group lIl.

Common Technical Features
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technlcal faature shared by Groups I-1l is a methed for detecting mast cell activity biomarkers. However, these shared tachnical feature
do not represant a contribution over prior ant, because the shared technical feature is anticipated by reference US 201 3/0337453 A1 to
Theoharldes at al. (hersinafter Theoharides’). Theoharides discloses sarnples having mast cell aclivity biomarkers for diagnosis and
treatment of mast cell related disorders (para [0006] "ws found that human mast cell dsgranutahon leads to extracellular release of
mitachondrial components including mitochondrial DNA {(mtDNA) and ATP without causing cell death. Second, we found that

flular mitock | comp ¢an stimulate mast call degranulation and generate immune actions in a variety of tissues that
could lead to effacts including inflammation.* , para [0007] "Extracellular presence of mtDNA is normaily absent excapt for call death.
Accordingly, a first aspect of the present lm'enllon relates to diagnosing various diseases through the detection of extracellutar
mitochondrial components asscciated with a disease process in a patient while confirm the lack of cell death, ... The method includes
tha steps of datecting the presenca of at least one extracellular mitochondrial cemponant in a biological sample obtained from a patient
as a mitochondria-spacific marker or biomarker indicative of said disease, and confirming the absence of an indicia of call apoptesis or
necresis in the same hiological sampte. In some cases, the presence of such component, especially when above a preselected
threshold or at an elevated level, serves to indicate abnormal immune activities underlying the disease”, para [0008] "Various diseases
Gan be diagnesed using methods and devices provided by the present invention. These diseases include autoimmunae diseases such as
... multipla sctercsis”, para [3013] "A second aspect of the present invention relates te treatment of varigus auteimmune, chronic
inflammatery and/or neuredegenerativa diseases, including those described herainabove through Inhibition of extracellularly released
mitochondrial componeants.”).

As the technical featurs was known in the art at the ime of the invantion, this cannot be considered a special technical fealure that
would otherwise unify the groups.

Groups | through |11 therefore lack unity under PCT Rule 13 because they do not share a same or corresponding speclal technical
Teature.
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