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(57) Abstract: There is provided a method of evaluating a liver condition of a subject, the method includes computing a fluctua-
tion parameter from a liver breath test based on at least one of a percentage dose recovery (PDR) curve and a delta over baseline
(DOB) curve of an isotope labeled methacetin, or a salt or a derivative thereof, and evaluating at least one liver condition of the
subject, based at least on the fluctuation parameter. There is provided herein a method of evaluating a liver condition of a subject,
the method includes computing a hepatic impairment score based at least on a breath test related parameter and on a demographic
parameter.
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Box No. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article l7(é)(a) for the following reasons:

I. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:

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

Box No. I Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

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.

Group |: Claims 1-48 are directed to a method of evaluating a liver condition of a subject, the method comprising computing a
fluctuation parameter from a liver breath test based on at least one of a percentage dose recovery (PDR) curve and a deita over
baseline (DOB) curve of an isotope labeled methacetin, or a salt or a derivative thereof; and evaluating at least one liver condition of the
subject, based at least on the fluctuation parameter.

Group II: Ciaims 49-95 are directed to a storage stable methacetin composition for use in a breath test, the composition comprising
methacetin, or a salt or derivative thereof substantially dissolved in water, wherein the composition is substantially gree of anisidine.

—-—-see continuation sheet----—--—

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims. '

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only 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 Nos.:

4. E No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

148

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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Box No. Htl Continued:

Group IlI: Claim 96 is directed to a method of assessing insulin resistance in a subject, the method comprising monitoring a metabolic
product of octanoic acid, a salt or a derivative of octanoic acid, in a subject's breath after administering to the subject isotope labeled
octanoic acid, a salt or a derivative thereof, assessing insulin resistance in a subject based at least on the rate/amount of metabolism of
the labeled octanoic acid, a salt or a derivative thereof.

The inventions listed as Groups I-ll do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rul
13.2, they lack the same or comresponding special technical features for the following reasons: :

The special technical feature of Group | is a method of evaluating a liver condition of a subject, the method comprising computing a
fluctuation parameter from a liver breath test based on at least one of a percentage dose recovery (PDR) curve and a delta over
baseline (DOB) curve of an isotope labeled methacetin, or a salt or a derivative thereof; and evaluating at least one liver condition of the
subject, based at least on the fluctuation parameter, which is not present in Group li that has a special technical feature of a storage
stable methacetin composition for use in a breath test, the composition comprising methacetin, or a salt or derivative thereof
substantially dissolved in water, wherein the composition is substantially gree of anisidine, which is not present in Group Il that has a
special technical feature of a method of assessing insulin resistance in a subject, the method comprising monitoring a metabolic product
of octanoic acid, a salt or a derivative of octanoic acid, in a subject's breath after administering to the subject isotope labeled octanoic
acid, a salt or a derivative thereof, assessing insulin resistance in a subject based at least on the rate/amount of metabolism of the
labeled octanoic acid, a salt or a derivative thereof.

Groups | and Il share the technical feature of methacetin for use in a breath test. However, this shared technical feature fails to make a
contribution over the prior art of US 2007/0026480 A1 to Modak, et al. (paraf0054]). Accordingly, unity of invention is lacking under PCT
RUle 13.1.
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