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Box No. II 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. I:] Claims Nos.:

because they are dependent claims and are not drafted 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:
This application contains the following inventions or groups of inventions which are not so linked 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 1-76 directed to a method for detecting mutations in the human EGFR gene, a reagent kit for identifying one or more
mutations in the human EGFR gene and a method for detecting mutations in the human EGFR gene, and a reagent kit comprising
primer pairs a probe sets.

SEE CONTINUATION SHEET.

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. 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 fecs 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.:
1-76, restricted to the probe set designated as SEQ ID NO.:9, SEQ ID NO.:10, SEQ ID NO.:11, SEQ ID NO.:12, and SEQ ID

NO.:13 and the primer pair designated as SEQ ID NO.:1 and SEQ ID NO.:2 (specifically Claims 1-24, 39-51, 68-76)

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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Continuation of Box Il

The inventions listed as Groups I+ do not relate to a single inventive concept under Rule 13.1 because under PCT Rule 13.2, they lack
the same or comresponding special technical features for the following reasons:

For Group I+ the shared technical features of the Groups is a method for detecting mutations in the human EGFR gene, a reagent kit for
identifying one or more mutations in the human EGFR gene and a method for detecting mutations in the human EGFR gene, and a
reagent kit comprising primer pairs a probe sets. However, this is not an improvement over the prior art of WO 2011/050173 A1 to
Wangh et al. (hereinafter "Wangh") that teaches a method for detecting mutations in target genes (pg 22, In 3-23), comprising

a) providing:

i) a sample suspected of comprising the gene of interest (pg 6, In 3-17), and

ii) detection reagents (reagent kit, pg 7, In 28-32) comprising at least one pair of primers (col 7, In 1-13) and at least one detectably
distinguishable (pg 6, In 3-17) probe set (pg 7, In 14-27; pg 8, In 26-35) of two or more hybridization probes (pg 6, In 3-17) which
hybridize to adjacent target nucleic acid sequences (pg 30, In 15 to pg 31, In), each probe set comprising:

A) one or more quencher probe(s) labeled with a non-filuorescent quencher (pg 9, In 1-32), and

B) one or more signaling probes labeled with a fluorescence-emitting moiety (pg 9, In 1-32) and a non-fluorescent quencher (pg 9, In 1-
32), wherein said signaling probes do not emit fluorescence above background when not hybridized to the target sequence (pg 20, In 30
to pg 21, In 24), but emit a fluorescence signal above background upon hybridization to the target sequence in the absence of adjacently
bound quencher probe, wherein, if both a signaling probe and an adjacently-bound quencher probe are hybridized to their target nucleic
acid sequences, the non-fluorescent quencher of the quencher probe quenches the signal from the signaling probe (pg 6, In 1-17);

b) amplifying all or a portion of said target with said primers (pg 6, In 30-33);

c) detecting the fluorescence of said fluorescence-emitting fluorophore from each detectably distinguishable probe set over a range of
temperatures (pg 13, In 13 to pg 14, In 2);

d) generating temperature-dependent composite fluorescence curves for each fluorescence-emitting fluorescence; (pg 16, In 1-25) and
€) analyzing said temperature-dependent fluorescence curves (pg 16, In 1-25) to detect the presence or absence of one or more
mutations in the target gene (pg 22, In 3-23). Wangh does not specifically teach that detection of mutations in an EGFR target gene.
US 2011/0081651 A1 to Hillan, published 7 April 2011, teaches detection of mutations in human (para [0049]) EGFR (para {0002],
[0010), abstract) using fluorescent hybridization probes (para [0036], (0041]}). It would have been obvious to one of ordinary skill in the
art to combine the teachings of Wangh and Hillan to provide that the steps detailed above for detecting mutations in a target gene in a
sample would apply to samples comprising a human EGFR as taught by Hillan, based on the common procedures of detecting
hybridization of fluorescent probes to the target sequences. Hillan further teaches that the probe sets (para {0011}, [0036}) are
configured to hybridize to exon 18, exon 19, exon 20, or exon 21 (para [0015], [0057, Fig 2) of the human (para [0049]) EGFR gene
(para [0002], [0010), [0036], abstract). The Groups are different because the different polynucleotide sequences represented by the
different probe sets SEQ ID NO.:9, SEQ ID NO.:10, SEQ ID NO.:11, SEQ ID NO.:12, and SEQ ID NO.:13; SEQ ID NO.:14, SEQ ID
NO.:15, SEQID NO.:16, SEQ ID NO.:17, and SEQ ID NO.:18; SEQ ID NO.:19, SEQ ID NO.:20, SEQ ID NO.:21, and SEQ ID NO.:22;
and SEQ ID NO.:23, SEQ ID NO.:24, SEQ ID NO.:25, SEQ Id NO.:26, SEQ ID NO.27, SEQ ID NO.:28, and SEQ ID NO.:29 are different
structures that are not common to one anather but are different because they are composed of unique nucleic acid sequences. Likewise,
the primer pairs represented by SEQ ID NO.:1 and SEQ ID NO.:2; SEQ ID NO.:3 and SEQ ID NO.:4; SEQ ID NO.:5 and SEQ ID NO.:6;
and SEQ ID NO.:7 and SEQ ID NO.:8 are different structures that are not common to one another but are different because they are
composed of unique nucleic acid sequences. Therefore the inventions listed as Groups I+ do not relate to a single general inventive
concept under PCT Rule 13.1 because they do not share a same or corresponding special technical feature. This ISA will establish the
ISR for the first Group mentioned, specifically, Group | claims 1-76 restricted to the probe set designated as SEQ 1D NO.:9, SEQID
NO.:10, SEQ ID NO.:11, SEQ ID NO.:12, and SEQ ID NO.:13 and the primer pair designated as SEQ ID NO.:1 and SEQ ID NO.:2
(specifically Claims 1-24, 39-51, 68-76) without additional fees. In order for ali inventions to be examined, applicants must designate with
specificity the particular probe set and primer pairs to be searched and the appropriate examination fees must be paid for each
additional set to be searched.
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