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“P”  document published prior to the international filing date but later than
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the principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone
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document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is,
combined with one or more other such documents, such combination
being obvious to a person skilled in the art
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Date of the actual comipletion of the international search

06 January 2014

Date of mailing of the international search report

16 JAN 2004

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450 .

Facsimile No. 571-273-3201

Authorized officer:
Blaine R. Copenheaver

PCT Helpdesk: 871-272-4300
PCT OSP: 571-272-7774




INTERNATIONAL SEARCH REPORT‘ | Yhictnational application No. |

PCTNJS2013/042693

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. D Claims Nos.:

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

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 mu_ltiple' inventions in this international application, as follows:

See Extra Sheet.

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

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

3. I:] 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. Ki No required additional search fees were timely paid by the applicant. Conscquently, this international search report is
~ restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

1-20

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

I:l No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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<Continuation of Box Hi: 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 need to be paid.

Group I+: Claims 1-98 are drawn to a method for treating a metabolic disease comprising inhibiting the production of or lowering serum
levels of the proprotein convertase subtilisin/kexin type 9 (PCSK9) by administering to a patient in need thereof an effective amount of a
fatty acid bioactive derivative.

The first invention of Group 1+ is restricted to a compound of Formula II'.or a pharmaceutically acceptable salt, hydrate, solvate, prodrug,
enantiomer or stereoisomer thereof wherein Rn is phenyl, W1 and W2 are each independently null, W3 is not present, R12 is not
present, each m1 is not present, each a, b, ¢, and d is independently ~H, each n, o, p, and q is independently 0, each L is independently
null, R6 is not present, R 5 is independently selected from the group consisting of —H; g and h are not present; m is 0; m2 is 0; k is not
present, z is not present, R3, R4 and e are not present, each Z is —H with the proviso that there must be at least one first structure
shown; ris 2, sis 3, tis 0, v is not present, R1 and R2 are not present and R is not present. Itis believed that claims 1-20 read on this
first named invention and thus these claims will be searched without fee to the extent that they read on the first named invention.

Applicant is invited to elect additional formula(e) to be search in a specific combination by paying additional fee for éach election. An
exemplary election would be a compound of Formula I or a pharmaceutically acceptable salt, hydrate, solvate, prodrug, enantiomer or
stereoisomer thereof wherein Rn is naphthyl, W1 and W2 are each independently null. W3 is rict present, R12 is not present, each m1is
not present, each a, b, ¢, and d is independently —H, each n, o, p, and q is independently 0, each L is independently null, R6 is not
present, R 5 is independently selected from the group cansisting of —H; g and h are not present; mis 0; m2 is 0; k is not present, z is not
present, R3, R4 and e are not present, each Z is —H with the proviso that there must be at least one first structure shown; ris 2, s is 3, t
is 0, v is not present, R1 and R2 are not present and R is not present. Additional formulae will be searched upon the payment of
additional fees. Applicants must specify the claims that read on any additional elected inventions. Applicants must further indicate, if
applicable, the claims which read on 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(s) will result in only the first claimed invention to be
searched/examined. o .

The inventions listed in Groups | + do not relate to a single generai 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 Groups 1+ formuiae do not share a significant structural element responsible for a comman property or function, requiring the
selection of alternatives where Rn, W1, W2, W3, R12, a,b, ¢, d,. n,0, p, q. L, R6, RS, g.h, m, m1,m2, k, z, R3, R4, 8, Z, 1, 5, t, v, R1,
R2 and R are each selected from a group of substitutions. )

The Group I+ claims share the technical features of a method for treating a metabolic disease comprising inhibiting the production of or
lowering serum levels of the proprotein convertase subtilisin/kexin type 9 (PCSK9) by administering to a patient in need thereof an
effective amount of a fatty acid bioactive derivative; a fatty acid bioactive having a core structure of ~C-{=0)-W1-(Caa)n-(Cbb)o-(L)
m-(Cce)p-(Cdd)q-W2-Z, a pharmaceutical composition comprising a compound of the fatty acid bioactive and a pharmaceutically
acceptable carrier. .

However, these technical features do not-represent a.contribution over the prior art. Specifically, US 2011/0009628 A1 to Liu et al.
discloses a method for treating a metabolic disease comprising inhibiting the production of or lowering serum ievels of the proprotein
convertase subtilisin/kexin type 8 (PCSK9) by administering to a patient in need thereof an effective amount of a fatty acid bioactive
derivative {Abstract, ...inhibit PCSK9 expression...; Para. [0033]; Para. [0092], ...the compounds, disciosed herein reduce lipid levels...
inhibiting the degradation of LDLR protein mediated through the proprotein convertase subtilisin/kexin type 9-(PKSK9). ..; Para. {0002),
...compounds and compositions for modulating lipid levels, including treating...metabolic syndrome...; Para. [0003], ...Formula 1...; )
Para. [0243], A compound of the present technology can also be modified, for example, by the covalent attachment of an organic moiety
or conjugate....the conjugate can be a...fatty acid group...; Para. [0093), ...administering to a subject in need thereof a iherapeutically
effective amount of a compound or composition...); a pharmaceutical composition comprising a compound of the fatty acid bioactive and
a pharmaceutically acceptable carrier (Para. [0023], ...lipid lowering agent of the present technology is part of a pharmaceutical
composition containing one or more excipients, carriers or fillers...). .

Further, US 2011/0053980 A1 to Milne et al. discioses a method for treating a metabolic disease by administering to a patient in need
thereof an effective amount of a fatty acid bioactive derivative (Paras. [0006);[00071:{0036},[0037}); a fatty acid bioactive having a core
structure of —C-(=0)-W1-(Caa)n-(Cbb)o-(L)m-(Cce)p-(Cdd)q-W2-Z (Para. [0008], Formula I; Para. [0269], Example 3); a pharmaceutical
composition comprising a compound of the fatty acid bicactive and a pharmaceutically acceptable carrier (Paras. [0006];[0007];[0036);
[0037)). : .

The invention listed in Group 1+ therefore lack unity under Rule 13 because they do not share a same or corresponding special technical
feature. . ‘ . i

<End Box Ili: Observations where unity of invention is lacking>




	BIBLIOGRAPHY
	SEARCH_REPORT

