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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS22/14885

Box No. IT 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:

L D Claims Nos.:
because they relate to subject matter not required to be searched by this Autherity, namely:

2, D Claims Nos..
because they relate to parts of the international application that do not comply with the prescribed requirements 1o such an
extent that no meaningful international search can be carried out, specifically:

3 Claitns Nos.: 8-41,45, 53-73, 70-128
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rile 6.4(a).

Box No. 1I1  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this international application, as follows:
-**-Please See Supplemental Page-***-

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. El As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, % No required additional search fees werg 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 Nes.:
Group |+, Claims 1-5, 42-44, 46-52, 74-78, 129-135 are directed toward a combination, pharmaceutical composition, kit ar
methed of treating intoxication, overdose, or a sympiom thereof comprising (i) 8 sequestration agent cucurbituril (first exemplary
sequestration agent); and (ii) a cantral nervous system CNS active ageat mu opioid receptor antagonist naloxone {first
examplary CNS active agent}.

Remark on Protest |__-| The additional scarch 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 additienal search fees.
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INTERNATIONAL SEARCH REPORT Intcmational application No.
PCT/US22/44635

-***-Continued Fram Box No. lll: Observations where unity of invention is lacking-**-

This application contains the following inventlons or groups of inventions which are not so linked as to form a single general inventive
concept undar PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination feas must be paid.

Group |+, Claims 1-5, 42-44, 46-52, 74-78, 129-135 are directed toward a combination, phammacsutical compaosition, kit or method of
treating intoxication, overdose, or a symplom thereof comprising (|} a saquestration agent cucurbituril (first exemplary sequestration
agent); and {ii) a central nervous systemn CNS active agent mu oploid regeptor antagenist naloxone (first exemplary CNS active agent).

The compounds of Claims 1-5, 42-44, 46, 74-78, 129-132, 134135 are believed to sncompass the first named invention of Group I+ and
are the claims that will be searched without fes to the axtent that they encompass a combination, pharmacautical composition, kit or
mathed of treating intoxication, overdose, ar a symptom thereof tomprising (i) a sequestration agent cucurbituril (first @xemplary
sequastration agent); and (ji) a central nervous system CNS active agent mu opicid receptor antagonist naloxone (first exernptary CNS
activa agent). Applicant is invited o elect additional compounds to be searched. Additional compounds will be searched upan the
payment of addittonal fees. Applicants must specify the claims that encompass any additionally elected compounds. Applicants must
further indicate, if applicable, the claims which encompass the first named invention, if diffarent than what was indicated above for this
group. Failure to clearly identify how any paid addilional invention fees are o be applied to the ™+" group(s) will result In anly the first
claimed invention to be searched/examined. An examplary slection would be a combination, pharmaceutical composition, kit or method
of treating intoxication, overdoss, or 8 symptom theraof comprising (1) a sequestration agant pillararene {(second exemplary
sequesiration agent); and (i) a ceniral nervous system CNS active agent benzodiazepine lorazepam (second exemplary CNS aclive
agent),

Groups I+ share the tachnical features including a combination for treating intoxicatlon, overdose, or a symptom thereof comprising (i} 2
sequastration agent and (i} a central nervous system CNS active agent, wherein the sequestration agent and the CNS active agent are
administerad simultansously. However, these shared technical features are previously disclosed by WQ 2020/206391 A1
{INTRA-CELLULAR THERAPIES, INC.) (hareinafter "THERAPIES"}.

THERAPIES discloses the combination for treating intoxication, overdose, or a symptom thereof (nonaddictive treatment methods
described are suitable for treatment neuropathy in patients with opioid overdose, compaunds are useful in treating opiate overdoss;
paragraphs [0038], [0046)) comprising (i) a sequestration agent (the compound is formulated in 10 percent Trappscl or beta-cyclodextrin,
whare cyclodextrin is the sequsestration agent, as disciogad in paragraphs [D006]-|0007] of the ingtant application; paragraphs [0142],
{01671y and (ii) @ central nervous system CNS active agent {the compounds are effactive in treatment of patients in conjunction with an
opiate antagonist naloxons, where naloxona is the CNS active agent, as disclesed in paragraph [0016] of the instant application;
paragraph [0047]}, wherein the sequestration agent and the CNS active agent are administered simultaneously (the compound is
formulated in 10 percent Trappsol or bata-cyclodextrin in conjunction with an opiate antaganist naloxone, therapeutic agents may be
administersd simultaneously; paragraphs [0043]), [0047], [0082], [0167]).

Sinca none of the speclal technical features of the Group I+ is found in more than one of the inventions, and since all of the shared
tachnlcal features are praviously disclosed by the THERAPIES reference, unity of invention is lacking.
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