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Box No. 11 Observations where certaln 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:

L. EI Claims Nos.:

because they relate to sebject 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 (he prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3 E Claims Nos.: 49, 50, 59, 80, 64-86, 94
because they are dependent claims and are not drafied in accord with the d and third sent of Rule 6.4(a),

Box No.III  Observatlons where unity of invention is lacking (Continuation of liem 3 of first sheet)

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

Ses Extra Sheet(s).

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

2. I:I 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 ctaims for which fees were paid, specifically claims Nos.:

4, }‘:{ 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 Nes.:

1.6, 11-21, 23-33, 3743, 4548, 51-58, 61, 62, and 67-70 reskicted to a formulation comprising a suspension of lipid vesicles in
an aqueous medium, wherein the lipid vesicles have a positve surfaca chargs, have an average diameter in the ranga from
about 50 nm to about 200 nm, comprise a PARP inhibitor, and comprise a PEGylated lipid moiety, whergin the Inhibitor of
PARP is salectad to ba olaparib.

Remark on Protest I:] 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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This application contalns the following inventions or groups of invantions which arg not so linked as to form a single general inventive
concept undar PCT Rule 13.1. In onder for all inventions to be examined, the appropriate additional examination feas need to be paid.

Group [+ claims 1-48, 51-58, 61-63, and 67-70 are drawn 1o a nanoparticulate fermulation of an inhibitor of a poly (ADP-ribose)
polymerase (PARP) enzyme and a method of treating neurctrauma or a neurodegenerative disease or condition comprising the same.

Group II: claims 71-83 are drawn to a method of praparing a nanoparticulate PARP inhibitor formulation.

The first invention of Group |+ is restricted to & nanoparticulate formulation of an inhibitor of a poly {ADP-rinose) polymerase (PARP)
enzyms, and &8 mathod of treating neurctrauma or a neurodegenerative disease or condition comprising the same, the formulation
comprising a suspension of lipld icles in an ag medium, wherein the lipid vesicles have a posgitive surface charge, have an
average dlamsater In the range from about 50 nm to about 200 nm, comprise a PARP inhibitor, and comprise a PEGylated lipid moiety,
wharein the inhibitor of PARP is selected to ba claparib. It is believed that claims 1-6, 11-21, 23-33, 37-43, 45-48, 51-58, 61, 62, and
67-70 read on this first named invention and thus these dlaims will be searched without fee to the extent that they read on the above
embodiment.

Applicant is invited to elact additional nanoparticulate formulations to be searched in a specific combination by paying additional fee for
each set of election. An exemplary election would be a nanoparticulate formulation of an inhibitor of a poly {ADP-ribose) polymerase
(FARP) enzyme, and a method of treating neurcirauma or a neurodegenerative disease or condition comprising the same, the
formulation comprising a suspension of lipid vesicles in an aguecus medium, wherein the lipld vesicles have a positive surface charge,
have an average diameter in the range from about 50 nm to about 200 nm, comprise a PARP inhibitor, and comprise a PEGylated lipid
molety, wharain tha inhibitor of PARP is selected to be BMN-673. Additional nancparticulate formulations will ba searched upen the
payment of additional fess. Applicants must specify the clalms that read on any additional electad 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.
Failuse to cleary identify how any paid additional inverttion fees are to be applied to the "+ group(s} will result in only the first claimed
inventlon te be searched/axamined.

The inventions listad In Groups |+ and 11 do hot relate to a single genaral inventive concept under PCT Rule 13.1, because under PCT
Rule 13.2 they lack the same or coresponding special technical features for the following reasons:

The special tachnical faatures of Groups |+, a nanoparticulate formulation of an inhibitor of a poly {ADP-fibose) polymerase (PARFP)
enZyme and a method of treating naurotrauma or a neurodagenerative disease or condition comprising the same, are nat found in Group
II; the special technical features.of Group Il, a method of preparing a nanoparticulate PARP inhibitor formulation, are not found in
Groups |+,

Groups |+ and |l share the technical features of a nanoparticulate PARP inhibitor formulation comprising a cationic lipld, a PEGylated
lipid, and a PARP inhibitor. However, these shared technical featuras do not represent a contribution over the prior art. Specifically, WO
2006/076681 A2 to Milburn et al. discloses a nanoparticulate PARP inhibitor formulation comprising a cationic lipid, a PEGylated lipid,
and a PARP inhibitar {liposomea-drug formulations, Pg. 188, Ln. 34; sustained release formulation, e.g., by embedding or encapsulating
the sirtuin activator into nancparticles for delivery, Pg. 128, Lns. 11-12; a combination drug regimen may include one or more sirtuin
activators and one or mors antl-neurodegeneration agents ...one or mere sirtuln-activating compounds can be combined with an
sffective amount of ...a PARP Inhibitat, Pg. 143, Lns. 31-34 and Pg. 144, Lns. 1-4; surface medification to a liposome is the attachment
of PEG chains, Pg. 189, Ln, 9; positively charged, Pg. 204, Ln, 21).

The Groups |+ fennulas do not share a significant structural element, reguiring the selection of alternatives for the PARP inhibitor “the
PARP inhibitor is selectad from the group consisting of olaparib, veliparib, rucaparib, iniparib, BMMN-673, 3- amincbenzamide, ME0328,
PJ34 HCI, AG-14361, IND-100+, UPF-1069, AZD-2461, and A- 968492".

The Groups |+ share the technical features of a nanaparticulate formulation of an Inhibitor of a poly (ADP-ribose) polymerase (PARP)
enzyme, the formulation comprising a suspension of lipid vesicles in an agueous medium, wherein the lipid vesicles have a positive
surface charge, have an avarags diamater in the ranga fram about 50 nm to abaut 200 nm, comprise a PARP inhibltor, and comprise a
PEGylatad lipid moiaty; a sustained ralease formulation of a PARP inhibiter, the formulation comprising a PARP inhibitor embedded in a
matrix comprising a bicdegradable polymer; and a method of treating neurotrauma or a neurodegenerative disease or condition, the
method comprising administering a PARP inhibitor to a subject in need thereof, However, these shared technical features do not
represent a contribution over the prior art.

Form PCT/ISA/21{ (extra sheet) (July 2009)
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Specifically, WO 2008/076861 A2 1o Milbum et al. discloses a nanoparticulate farmulation of an inhibitor of a poly (ADP-ribosa)
polymerase (PARFP) enzymae (liposome-drug formulations, Pg. 188, Ln, 34; a PARP inhibitor, Pg. 143, Ln, 4; the pharmaceutically
acceptable carmiers, for example nanoparticles or liposomes, Pg. 186, Lns. 10-11), the formulation comprising a suspension of lipid
vesicles in an aqueous medium {nanoparticles can be administrated as ...suspensions, Pg. 187, Lns. 10-11; compositions may take
such farme as suspensiens ...in oily or aquaous vehicles, Pg. 183, Lne. 10-11), wherein the lipid vesicles have a positive surface charge
(positively charged, Pg. 204, Ln. 21), have an average diameter in the range from about S0 nm to about 200 nm (nanopartictas are
preferred having a diameter fram about 50 nm to about 500 nm, in particular from about 100 nm to about 200 nm, Pg. 167, Lns. 16-18),
comprise a PARP inhibitor (a FARP inhibitor, Pg. 143, Ln. 4), and comprise a PEGyiated lipid malaty (surface modification to a liposome
is the attachment of PEG chains, Pg. 189, Ln_9); a sustained retease formulation of a PARP inhibitor (sustained release kinetics is
embedding or encapsulating the active compound into nanoparticlas, Pg. 187, Lns. 9-10), the formulation comprising 8 PARP inhibiter {a
PARP Inhibitor, Pg. 143, Ln. 4) embadded in & matrix comprising a biodegradable pelymar ("nanoparticles” as it is used hareinafter
refers to particles formed by a polymeric matrix in which the active compound is dispersed, Pyg. , Lns. 14-15; biocompatible polymers
those polymers are especially preferred which are alzo biodegradabla, Pg. 187, Lns. 30-31); and a method of treating neurotrauma or a
neurodeganerative disease or condition (provided herein are methods for treating or preventing neurcdegenerative disorders ina
subject, Pg. 2, Lns. 3-4), the method comprising administering a PARP inhibiter to a subject in nead thereof {tha method may also
comprise administering. e.g., conjointly administering, o a subject a therapeutically effective amount of another anti-neurodegeneration
agent, Pg. 2, Lns. 15-16; ona or more antk-neurodegenaration agents. For axample ...a PARP inhibitor, Pg. 143, Ln. 32 and Pg. 144, Ln.
4),

The inventions listed in Groups I+ and |l therefera lack unity under Rule 13 becausa they do not share a same or corasponding special
technical features.

Form PCT/ISA/210 {extra sheet) (July 2009)
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