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because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box I Observations where unity of invention is lacking (Continuatien of Item 2 of first sheet)

2
This International Searching Aunthority found multiple inventions in this international application, as follows:
Please See Contimation Sheet

+« X

Asall required additiona] search fees were timely paid by the applicant, this interpational search report covers alf
searchable claims.

Asall searchable claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.

Asonty some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims MNos.:

No required additional search fees were timefy paid by the applicant. Consequenthy, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: Please See Comntinuation Sheet

Remark on Frotest D The additional search fees were accompanied by the applicant's protest.

No protest accompanied the payment of additional search fees.
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BOX IL. OBSERVATIONS WHERE UNITY CF INVENTION IS LACKING
This ‘i:ﬁ)plicaﬁon contains claims directed to more than one species of the generic invention. These species ave deemed to lack unity of
inventton 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 examinstion fees must be paid. The species are as follows:
The species of constituents are 1) transcription products, 2) translation products, and 3) metaboliies.

The species of disease traits are: asthme, ataxia telangicctasia, bipolar disoeder, cancer, common late-onset Alzheimer's disease,
diabetes, heart disease, hereditary early-onset Alzheimer's disease, hereditary nonpolyposis colon cancer, hypertension, infection,
maturity-onset dizbetes of the young, rmellitus, migraine, nonalcobolic fatty [fver, nonalcoholic steatohepatitis, non-insulin-dependent
diabetes mellitus, obesity, polycystic kidney disease, psoriasis, schizophrenia, and xeroderma pigmentosum.

The claims are deemexdt to correspond to the species listed above in the following manner:

For the species of constituents:

transcription product claims 2, 8, 31-68, 70, 71, 101, 106, 126, 132, 155-188, 218, 223, 245, 231, 374-307

tramslation product claims 2, 3, 8, 101, 106, 126, 132, 218, 223, 245, 246, 251

metabolite claims 4-8, 102-106, 128-132, 219-223, 247-251

For the species of disease traits: Markush claims L5, 113, 139, 230, 258

The following claim(s) are generie:
For the species of constituents: claims 1, 9-30, 69, 72-100, 107-123, 133-154, 189-217, 224-244, 252-173, 308-333

For the species of disease traits: claims 1-14, 16-112, 114-138, 140-229, 23[-257, 259-333

The specics [isted ahove 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 iechnical features for the following reasoms: each speties of constituent is strecturally
different and has a different biological function. Bach disease teait is a distinct and unrelated disease.

The total number of inventions was cafculated based on the number of combinations that exist between the species. The formula is recited

below:
Total Number of Inventions = number of species of constituents x mumber of disease traj species.

Continuation of Box I Item 4:
1, 2, 8101, 106-126, 132-218, 223-245, 251-333, and transcript constituents and asthma trait species

Continuation of B. FIELDS SEARCHED Item 3:
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