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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:

1. I:] 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. E] Claims Nos.:

because they are dependent claims and are not drafied 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 multiple inventions in this international application, as follows:

-***_Plgase See Supplemental Page-***-

1. I__—I 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. D 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. K{ 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.:

aw

-**-Please See Supplemental Page-

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.
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Y US 2007/0077582 A1 (SLEPNEV, Vi) April 5, 2007; paragraphs [0004], [0007] 28, 61/28-76/28
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-***_Continued from 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 examined, the appropriate additional examination fees must be paid.

Groups |+: Claims 1-76 are directed toward a device comprising: a) a sample input unit that receives a cellular specimen comprising a
target nucleic acid; b) a nucleic acid analysis unit that measures a target nucleic acid expression level of the target nucleic acid, wherein
measuring the target nucleic acid expression level comprises an isothermal amplification of the target nucleic acid; and c) a
computational unit that interprets the target nucleic acid expression level as an indication of the presence or absence of a condition
affecting the cellular specimen, wherein the sample input unit, nucleic acid analysis unit, and computational unit are integrated within the
device.

The device will be searched to the extent that the target nucleic acid encompasses genetic locus ABCA10 (first exemplary target nucleic
acid genetic locus). Itis believed that Claims 1-35, 36 (in-part), 37 (in-part) and 38-76 encompass this first named invention and thus
these claims will be searched without fee to the extent that they encompass this target nucleic acid genetic loc(us/i). Applicants must
specify the claims that encompass any additionally elected target nucleic acid genetic loc(us/i). Applicants must further indicate, if
applicable, the claims which encompass 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. An exemplary election would be: ABCA9 genstic loci

Group II: Claim 77 is directed toward a method of amplifying a target nucleic acid in a sample comprising: a. obtaining a cellular
specimen that contains the target nucleic acid, wherein the obtaining comprises a touch prep method; b. contacting the target nucleic
acid with an oligonucleotide that hybridizes to the target nucleic acid, a plurality of nucleotides and a polymerase.

Group lli: Claim 78 is directed toward a method of amplifying a target nucleic acid in a sample comprising: a. obtaining a cellular
specimen that contains the target nucleic acid, wherein the obtaining comprises a brush biopsy; b. contacting the target nucleic acid with
an oligonucleotide that hybridizes to the target nucleic acid, a plurality of nucleotides and a polymerase.

Group IV: Claims 79-105 are directed toward a method of amplifying a target nucleic acid, comprising contacting the target nucleic acid
with: a) an oligonucleotide designed to hybridize to the target nucleic acid, wherein the oligonucleotide: i. comprises a ribonucleotide;
and ii. possesses a 3' terminal modification that prevents polymerase-mediated extension of the oligonucleotide when: either: (1) in the
absence of an enzyme activity that removes the 3' terminal modification, and (2) the oligonucleotide is bound to a non-target nucleic
acid.

The inventions listed as Groups |+-1V 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 features for the following reasons: the special technical features of Groups |
+ include a computational unit, which is not present in any other Group, the special technical features of Group !l include a touch prep
method, which is not present in any other Group; the special technical features of Group |l including a brush biopsy, which is not present
in any other Group; the special technical features of Group IV including a 3' terminal modification.

Groups I+-IV share the technical features including amplifying a target nucleic acid in a sample. Groups I+, Il and il share the technical
features including a cellular specimen. Groups II-IV share the technical features including a method of amplifying a target nucleic acid
comprising: a target nucleic acid; contacting the target nucleic acid with an oligonucleotide that hybridizes to the target nucleic acid, and
a polymerase. Groups |l and |l share the technical features including a method of amplifying a target nucleic acid in a sample
comprising: a. obtaining a cellular specimen that contains the target nucleic acid, wherein the obtaining comprises a method; b.
contacting the target nucleic acid with an oligonucleotide that hybridizes to the target nucleic acid, a plurality of nucleotides and a
polymerase. Groups |+ share the technical features including: a device comprising: a) a sample input unit that receives a cellular
specimen comprising a target nucleic acid; b) a nucleic acid analysis unit that measures a target nucleic acid expression level of the
target nucleic acid, wherein measuring the target nucleic acid expression level comprises an isothermal amplification of the target
nucleic acid; and ¢) a computational unit that interprets the target nucleic acid expression level as an indication of the presence or
absence of a condition affecting the cellular specimen, wherein the sample input unit, nucleic acid analysis unit, and computational unit
are integrated within the device, wherein the plurality of target nucleic acids correspond to a plurality of genetic loci located in one or
more genes; and a method comprising: a) obtaining a cellular specimen containing a target nucleic acid; b) inserting the cellular
specimen into a device; ¢) assessing a presence, absence or risk of a condition or disease in the cellular specimen; and d) directing a
user of the device to perform or not perform a procedure based on a result of the assessing.

-***_Continued on Next Supplemental Page-***-
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However, these shared technical features are previously disclosed by US 2007/0213939 A1 to Liew, et al. (hereinafter ‘Liew’) in view of
WO 2013/010134 A2 (CELULA, INC.) (hereinafter 'Celula’).

Liew discloses amplifying a target nucleic acid (paragraph [0019]) in a sample (paragraph [0013]); including a cellular specimen
(including tissue; paragraph [0030]); a method of amplifying a target nucleic acid (paragraph [0112]) comprising: a target nucleic acid
(paragraphs [0019], {0112]); contacting the target nucleic acid with an oligonucleotide that hybridizes to the target nucleic acid
(contacting the template nucleic acid with primers (contacting the target nucleic acid with an oligonucleotide that hybridizes to the target
nucleic acid); paragraph [0112]), and a polymerase (paragraph [0112]); a method of amplifying a target nucleic acid (paragraphs [0019],
[0112)) in a sample (paragraphs [0013], [0030]) comprising: a. obtaining a cellular specimen that contains the target nucleic acid
(obtaining a tissue sample (cellular specimen) that contains a target nucleic acid; paragraphs [0013], [0019), {0030]); b. contacting the
target nucleic acid with an oligonucleotide that hybridizes to the target nucleic acid (contacting the template (target) nucleic acid with a
primer (an oligonucleotide that hybridizes to the target nucleic acid); paragraphs [0019], [0112)), a plurality of nucleotides (paragraph
[0112]) and a polymerase (paragraph [0112]); a device (paragraphs [0284], [0288]), wherein measuring the target nucleic acid
expression level (paragraphs [0013], [0019]) comprises an isothermal amplification of the target nucleic acid (paragraph [0347]); and c) a
computational unit (paragraphs [0282]) that interprets the target nucleic acid expression level (for processing the data for diagnostic
purposes (that interprets the target nucleic acid expression level); paragraph [0283)) as an indication of the presence or absence of a
condition affecting the cellular specimen (to diagnose a test subject from whom the sample was obtained (as an indication of the
presence or absence of a condition affecting the cellular specimen); paragraphs [0030], [0283]), wherein the plurality of target nucleic
acids correspond to a plurality of genetic loci located in one or more genes (paragraph [0014]); and a method comprising: a) obtaining a
cellular specimen containing a target nucleic acid (paragraphs [0013], [0019], [0030])); assessing a presence, absence or risk of a
condition or disease in the cellular specimen (diagnosing a disease or condition in the cellular specimen (assessing a presence, absence
or risk of a condition or disease in the cellular specimen); paragraphs [0013], [0030], (0283]); and a sample cbtained may be a biopsy
sample (wherein a sample obtained may be a biopsy sample; paragraph [0363)); and wherein the results of the diagnosis may be
communicated to a healthcare provider or diagnostic facility (wherein the resuits of the diagnosis may be communicated to a healthcare
provider or diagnostic facility; paragraph [0288]). Liew does not disclose wherein the obtaining comprises a method; a) a sample input
unit that receives a cellular specimen comprising a target nucleic acid comprising: a nucleic acid analysis unit that measures a target
nucleic acid expression level of the target nucleic acid; wherein the sample input unit, nucleic acid analysis unit, and computational unit
are integrated within the device; inserting a cellular specimen into the device; and directing a user of the device to perform or not perform
a procedure based on a result of the assessing. Celula discloses an analysis system (abstract) comprising a sample input unit
(comprising a sample access (input) module (unit); paragraph [0036]; figure 1) that receives a cellular specimen (that receives a cell
sample (specimen); paragraph {0036]) comprising a target nucleic acid (paragraph [0029]) comprising: a nucleic acid analysis unit (an
imaging module (a nucleic acid analysis unit); paragraph [0069]) that measures a target nucleic acid expression level of the target
nucleic acid (that detects fluorescent signals associated with the target nucleic acid (that measures a target nucleic acid expression level
of the target nucleic acid); paragraph [0069]); wherein the sample input unit (paragraph [0036)), and nucleic acid analysis unit (analysis
unit (nucleic acid analysis unit); paragraph [0036]) are integrated within the device (paragraph [0036]); and inserting a cellular specimen
into the device (inserting a slide comprising a specimen (a cellular specimen) into the device; paragraph [0069]). It would have been
obvious to a person of ordinary skill in the art, at the time of the invention, to have modified the previous disclosure of Liew, for
incorporating the use of a method of obtaining a sample, the method including the steps necessary to perform a biopsy, for enabling a
practitioner to collect a biopsy sample, as previously disclosed by Liew, in an accurate and minimally invasive manner. Furthermore, it
would have been obvious to a person of ordinary skill in the art, at the time of the invention, to have modified the previous disclosure of
Liew, for incorporating directing a user of the device to perform, or not perform, a procedure based on a result of the assessing, such as
directing a healthcare provider to perform anti-cancer measures, such as surgery or chemotherapy, on the basis of the diagnosis
provided by the system previously disclosed by Liew, for enabling the healthcare provider to provide effective treatment to a subject that
has a cancer detected by the system previously disclosed by Liew. Additionally, it would have been obvious to a person of ordinary skill
in the art, at the time of the invention, to have modified the previous disclosure of Liew, for providing an integrated analysis system,
including a sample input, processing and readout analysis unit, as previously disclosed by Celula, further including the computational
unit previously disclosed by Liew, integrated into a single device, for obtaining a single system capable of fully processing and analyzing
a sample, then cbtaining a diagnosis for the sample, and communicating said information to a healthcare professional, as disclosed by
Liew, for enabling the healthcare professional to provide necessary and relevant treatment to a patient that provides a sample.

Since none of the special technical features of the Groups |+-1V inventions is found in more than one of the inventions, and since all of
the shared technical features are previously disclosed by a combination of the Liew and Celula references, unity of invention is lacking.
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