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of a biological sample. Further provided herein are methods of using a plu-
rality of unique bead species each comprising a unique set of identical primer
molecules.
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Claim 1; para [0016]
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Y US 2019/0352707 A1 (ULTIMA GENOMICS, INC.) 21 November 2019 (21.11.2019) Abstract; 1-12
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Y US 2018/0363042 A1 (ARCTICZYMES AS et al.) 20 December 2018 (20.12.2018) Abstract; 1-12
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when the document is taken alone
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combined with one or more other such documents, such combination
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Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a, D forming part of the international application as filed:
D in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13ter. 1(a) for the purposes of international search
only in the form of an Annex C/§'1.25 text file.

c. furnished subsequent to the international filing date for the purposes of international search only:
in the form of an Annex C/ST.25 text file (Rule 13zer1(a)).
. on paper or in the form of an image file (Rule 13zer.1(b) and Administrative Instructions, Section 713).
2. In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1)) (July 2019)
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Box No. Il 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, 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. Claims Nos.: 13-33, 37-62, 66-74, 79-86
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).”

Box No. 1Il  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:
----Please see continuation in first extra sheet ---------eee--m-

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 effbrtjustifying additional fees, this Authority did not invite payment of
additional fees.

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. 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.:
1-12

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 2019)
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Continuation of Box No. lil. 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 searched, the appropriate additional search fees must be paid.

Group |, claims 1-12, directed to a method for processing supports by selective degrading of surface primer molecules that are not
bound to template nucleic acid molecules. :

Group I, claims 34-36, 87-94, directed to a method for amplifying a first and second template nucleic acids using distinct sets of
supports, primers and adaptors, and identifying the sequence of the amplicons.

Group I, claims 63-65, 147-161, directed to a composition, comprising: a mixture comprising a plurality of supports and primers
immobilized thereto. ’

Group IV, claims 75-78, 95-146, directed to a method for processing supports and pre-enriching a mixture of supports.

The inventions listed as Groups I-1V do not relate to a single special technical feature under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Special technical features:

Group | has the special technical feature of a method for processing supports by selective degrading of surface primer molecules that
are not bound to template nucleic acid molecules, that is not required by Groups II-IV.

Group Il has the special technical feature of a method for amplifying in solution a first and second template nucleic acids using distinct
sets of supports, primers and adaptors, and identifying the sequence of the amplicons, that is not required by Groups !, lil and IV.

Group lli has the special technical feature of a composition, comprising: a mixture comprising a plurality of supports, that is not required
by Groups |, il and V.

Group IV has the special technical feature of a method for processing supports and pre-enriching a mixture of supports wherein template
nucleic acid molecules comprise a cleavable moiety and a first reactive moiety that is configured for capture by a second reactive
moiety, and isolating said first support from said mixture of supports onto a substrate surface, that is not required by Groups I-ll.

Common technical features:

Groups I-IV share the common technical feature of:

a method for processing suppnrts, comprising:

(a) providing a plurality of supports, wherein said plurality of supports comprises a plurality of surface primer molecules coupled thereto,
wherein a plurality of template nucleic acid molecules are immobilized to a support of said plurality of supports via a first set of surface
primer molecules of said plurality of surface primer molecules, wherein a second set of surface primer molecules of said plurality of
surface primer molecules is not coupled to said plurality of template nucleic acid molecules.

However, this shared technical feature does not represent a contribution over prior art, because this shared technical feature is made
obvious by US 2019/0352707 A1 to Ultima Genomics, Inc. (hereinafter ‘Ultima’).

Form PCT/ISA/210 (extra sheet) (July 2019)
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Continuation of Box No. lll. Observations where unity of invention is lacking.
-----continued from previous sheet ---------—---

Ultima teaches a method for processing supports, comprising:

(a) providing a plurality of supports, wherein said plurality of supports comprises a plurality of surface primer molecules coupled thereto,
wherein a plurality of template nucleic acid molecules are immobilized to a support of said plurality of supports via a first set of surface
primer molecules of said plurality of surface primer molecules, wherein a second set of surface primer molecules of said plurality of
surface primer molecules is not coupled to said plurality of template nucleic acid molecules (Claim 1 - 'A method for determining a
nucleic acid sequence of a target nucleic acid molecule, comprising: (a) providing a plurality nucleic acid molecules immobilized to a
support, wherein each of said plurality of nucleic acid molecules exhibits sequence homology to said target nucleic acid molecule, and
wherein said support is operatively coupled to a detector; (b) directing a plurality of nucleotides or nucleotide analogs to said support,
which plurality of nuclectides or nuclectide analogs comprises at least a first subset of nucleotides or nucieotide analogs and a second
subset of nucleotides or nucleotide analogs, wherein (i) each of said first subset of nucleotides or nucleotide analogs comprises a
detectable moiety and a terminating subunit, and (ii) none of said second subset of nucleotides or nucleotide analogs comprises said
detectable moiety and said terminating subunit'; para [0043] - ‘Non-limiting examples of nucleic acid amplification methods include
reverse transcription, primer extension, polymerase chain reaction (PCR)'; para [0044] - ‘In some cases, such a signal may be indicative
of incorporation of one or more nucleotides or nucleotide analogs during a primer extension reaction. In some cases, a detectable
moiety is coupled to a nucleotide or nucleotide analog, which nucleotide or nucleotide analog may be used in a primer extension
reaction.'; Claim 53 - "'The method of claim 1, wherein said support is a bead,’). Ultima fails to expressly teach a plurality of supports.
However, since Ultima teaches the support is a bead, and further teaches a piurality of independently addressable locations (Claim 46 -
‘The method of claim 1, wherein said support has a plurality of independently addressable locations, wherein said plurality nucleic acid
molecules is immobilized to said support at a given independently addressable location of said plurality of independently addressable
location.'), it would have been obvious to one of ordinary skill in the art that the method of Ultima could be modified to instead use a
plurality of beads for multiplexing since multiplexing assays with beads were well known in the art.

As the technical features were known in the art at the time of the invention, they cannot be considered special technical features that
would otherwise unify the groups.

Therefore, Group -1V inventions lack unity under PCT Rule 13 because they do not share the same or corresponding special technical
feature.

NOTE, continuation of Item 4 above: claims 13-33, 37-62, 66-74, 79-86 are held unsearchable 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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