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tion of cardiovascular disease with compounds that inhibit the production of
TMA in the gut, such as 3,3-dimethyl-1-butanol (DMB) or other compounds
represented by Formula I or as shown in Figures 20-23.
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Box No. 11 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 17(2)(a) for the following reasons:

1. I:I 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. III  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. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Groups I+: Claims 1-20; where the compound is selected from the group consisting of: DMEA, MEA, and EA is directed toward a method
for the treatment and/or prevention of cardiovascular disease and/or thrombosis, and a food or beverage

Exemplary Election: where the compound is selected from the group consisting of: trimethylsilyl ethanol, P,P,P-trimethyl
ethanolphosphine, or a compound of Formula .

-***.Continued Within the Next Supplemental Box-***-

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. }X{ 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.:

Claims 1-4, 12 and 20

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.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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-***.Continued from Box No. lll: Observations where unity of invention is lacking-***-

Group I+ will be searched to the extent that it encompasses the first named invention (a composition comprising a compound selected
from the group consisting of: N,N-dimethylethanolamine (DMEA), N-methylethanolamine (MEA), and ethanolamine (EA), and and a food
or beverage), without fee. It is believed that Claims 1-4, 12 and 20 encompass this first named invention. Applicants must indicate, if
applicable, the claims which encompass the first named invention, if different than what was indicated above for this group. Failure to
clearly identify how any paid additional invention fees are to be applied to the "+" group will result in only the first claimed invention to be
searched/examined.

The exemplary election for the additional compounds would be: where the compound is selected from the group consisting of:
trimethylsilyl ethanol, P,P,P-trimethyl ethanolphosphine, or a compound of Formuta .

Compounds of the composition of i} share common elements and have the shared features, including a method for the treatment and/or
prevention of cardiovascular disease and/or thrombosis comprising: a) identifying a subject as having increased platelet aggregation
and/or elevated TMAO levels, and b) administering to said subject: i) a composition comprising the compound; and/or ii} a composition
comprising a compound represented by Formula I.

However, these common elements are previously disclosed by WO 2001/10428 A2 to Yavin, et al. (hereinafter ‘Yavin') in view of

US 7,504,497 B2 to Douglass, lil, et al. (hereinafter ‘Douglass’). Yavin discloses a method for the treatment and/or prevention of
cardiovascular disease and/or thrombosis (preventing cell death induced by oxidative stress, in particular for the alleviation of ischemic
stroke, thromboembolic or hemorrhagic stroke and cardiac arrest; abstract) comprising: b) administering to said subject (composition is
formulated for oral administration; page 3, lines 10-12): i) a composition comprising the compound (in one preferred embodiment, the
active ingredient of the composition is N,N' —dimethylethanolamine; page 3, lines 10-12); and/or ii) a composition comprising a
compound represented by Formula 1. Yavin does not disclose a) identifying a subject as having increased platelet aggregation and/or
elevated TMAO levels. However, Douglass discloses a) identifying a subject as having increased platelet aggregation and/or elevated
TMAO levels (method of preventing or treating diseases or conditions associated with platelet aggregation, comprising administering to a
subject in need thereof an assay for the measurement of the aggregation; abstract; column 29, lines 24-30; claim 10). It would have
been obvious to one skilled in the art, at the time the invention was made, to have modified the method, as previously disclosed by
Yavin, in order to have provided for a) identifying a subject as having increased platelet aggregation and/or elevated TMAO levels, as
previously disclosed by Douglass, for providing for a more effective and focused treatment method. Additionally, where Yavin discloses
the method for the treatment of thromboembolic (Yavin; abstract), said method comprising a composition comprising
N,N-dimethylethanolamine (Yavin; page 3, lines 10-12), and where Douglass discloses a method for treating thrombosis (Douglass;
abstract), said method including a means for measuring platelet aggregation (Douglass; column 29, lines 24-30), the modification of
providing for the identification of increased platelet aggregation and/or elevated TMAOQ levels could have been readily achieved through
routine experimentation and testing, provided the previous disclosures of Yavin and Douglass.

Since none of the special technical features of the Groups I+ inventions are found in more than one of the inventions, and since all of the
shared technical features and shared structural elements between the listed compounds are previously disclosed by Yavin, in view of
Douglass, unity of invention is lacking.
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