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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:

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
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3. l:] Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).
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restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
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Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
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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.

Group I: claims 1-23, drawn to compositions comprising (1) an effective amount of: (a) an opioid analgesic; (b) a stimulant; (c) an
antiemetic; and (2) a pharmaceutically acceptable carrier or vehicle, etc.’

Group Ii: claims 24-36, compositions comprising (1) an effective amount (a) oxycodone/morphine or a pharmaceutically acceptable salt
thereof, (b) promethazine or a pharmaceutically acceptable salt thereof, (c) modafinil or a pharmaceutically acceptable salt thereof, and
(d) naltrexone or a pharmaceutically acceptable salt thereof; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group lli: claims 37-45, drawn to compositions comprising (1) an effective amount of: (a) an opioid analgesic agent, (b) a non-opioid
analgesic agent, and (c) a barbiturate agent; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group IV: claims 46-49, drawn to compositions comprising (1) an effective amount of (a) butalbital or a pharmaceutically acceptable sait
thereof, (b) acetaminophen and (c) promethazine or a pharmaceutically acceptable salt thereof; and (2) a pharmaceutically acceptable
carrier or vehicle, etc.

Group V: claims 50-54 and 56, drawn to compositions comprising (1) an effective amount of (a) an opioid anélgesic agent; (b) an anti-
emetic agent and {(c) a beta blocker, serotonin receptor agonist, vasoconstrictor, anti-platelet agent, anti-convulsant, triptan, ergot, or
calcitoningene- related peptide receptor antagonist; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group VI: claims 55 and 57-61, drawn to comprising (1) an effective amount of (a) an opioid analgesic agent and (b) sumatriptan or a
pharmaceutically acceptable salt thereof; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group VII: claims 62-71, drawn to compositions comprising (1) an effective amount of (a) an opioid analgesic agent, (b) a Cox-2 inhibitor
agent, an antidepressant agent, an anti-convulsant agent, an anti-cholinergic agent, an NMDA receptor antagonist agent, an anesthetic
agent or an uTadrenoreceptor agonist agent, (c) an opioid antagonist agent, (d) an agent that reduces or eliminates an adverse

effect of the opioid agent; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group VIII: claims 72-80, drawn to compositions comprising (1) an effective amount of (a) an opioid analgesic agent, (b) a non-opioid
analgesic agent, (c) cyclazacine or levallorphan; (d) an agent that reduces or eliminates an adverse effect of the opioid analgesic agent;
and (2) a pharmaceutically acceptable carrier.

Group IX: claims 81-84, composition comprising (1) an effective amount of (a) an opioid analgesic agent, (b) a non-opioid analgesic
agent, (¢) an opioid antagonist agent, (d) aprepitant, perphenazine, acetylleucine monoethanolamine, azasetron, benzquinamide,
bietanautine, bromopride, clebopride, diphenidol, methallatal, metopimazine, oxyperndyl, pipamazine, sulpiride, thiethylperazine,
thioproperazine, or a pharmaceutically acceptable salt thereof; and (2) a pharmaceuticaily acceptable carrier or vehicle, etc.

Group X: claims 85-93, drawn to bi-layer tablets comprising: (1) a controlled-release layer comprising from about 6.5 mg to about 8.5 mg
of hydrocodone or a pharmaceutically acceptable salt thereof; and (2) an immediate-release layer comprising from about 11 mg
to about 14 mg of promethazine or a pharmaceutically salt thereof, etc.

Group X!: claims 94-100, drawn to bi-layer tablets comprising (1) an effective amount of (a) an opioid analgesic and (b) an antiemetic;
and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group XIl: claims 101-105, drawn to bi-layer tablets comprising: (1) a controlled-release layer comprising (a) from about 6.5 mg to about
8.5 mg of hydrocodone or a pharmaceutically acceptable salt thereof, (b) from about 135 mg to about 170 mg of silicified
microcrystalline cellulose, (c) from about 17 mg to about 23 mg of hydroxy methy! propyl cellulose, (d) from about 1 mg to

about 4 mg of magnesium stearate, and (e) from about Img to about 4 mg of stearic acid; and (2) an immediate release layer comprising
(a) from about 11 mg to about 14 mg of promethazine or a pharmaceutically acceptable salt thereof, (b) from about 100 mg to about 140
mg of silicified microcrystalline cellulose, (c) from about 12 mg to about 18 mg of croscarmellose sodium and (d) from about 0.8 mg to
about 1.5 mg of magnesium stearate, etc.

Group XIII: claims 106-110, drawn to composition comprising (1) an effective amount of (a) hydrocodone or a pharmaceutically
acceptable salt thereof or oxycodone or a pharmaceutically acceptable salt thereof; (b) acetaminophen or a pharmaceutically acceptable
salt thereof, (c) promethazine or a pharmaceutically acceptable salt thereof and (d) about 0.75 mg of naltrexone or a pharmaceutically
acceptable salt thereof; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group XIV: claims 111-115, drawn to compositions consisting of (1) an effective amount of (a) oxycodone or a pharmaceutically
acceptable salt thereof, (b) promethazine or a pharmaceutically acceptable salt thereof and (c) naltrexone or a pharmaceutically
acceptable salt thereof; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group XV: claims 116-120, compositions consisting of (1) an effective amount of (a) promethazine or a pharmaceutically acceptable sait
thereof, (b) propoxyphene or a pharmaceutically acceptable salt thereof, (c) naproxen or a pharmaceutically acceptable salt
thereof; and (2) a pharmaceutically acceptable carrier or vehicle, etc.

Group XVI: claims 121-128, drawn to methods for treating or preventing pain, comprising administering to a subject in need thereof an
effective amount of (a) an opioid analgesic agent, (b) an antiemetic agent or an antihistamine, and (c) a stimulant agent, etc.

Group XVII: claims 127-131, drawn to methods for treating or preventing photophobia comprising administering to a subject in need
thereof an effective amount of (a) an opioid analgesic agent; and (b) an antiemetic agent, etc.

continued on next page
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Groups XVIlI-XXIll-claims 132, 133, 134, 135, 136, and 137-138, repectively, drawn to various methods as described in each claim.

The claims of the various groups as defined above do not share any special technical feature that is an advance over the prior art.
Combination compositions, and related methods of use, comprising the various disparate components are well known in the art. See US
20050079137 A1 to Blondino et al. (14 April 2005), abstract, for example. In addition, the various groups do not share any unknown
special feature or component over the prior art. The various components are all well known in the art.

Thus, the inventions listed as Groups I-XXIIl do not relate to a single general inventive concept under PCT Rule 13.1 because under
PCT Rule 13.2 they lack the same or corresponding special technical feature. According to PCT Rule 13.2, unity of invention exists only
when the same or corresponding technical feature is shared by all claimed inventions.

In this case the first named invention that will be searched without additional fees is Group | represented by claims 1-23.
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