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Box No. I1 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 intemnational 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.: 6-44, 53-67

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this intemational 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. E] 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. % 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.:

Groups I+, Claims 1-5, 45-52, DOCK2, CD53, ARHGAP30, CD2 and BIN2

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)) (January 2015)
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-***-Continued from Box No. lll: 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 I+, Claims 1-5, 45-52, DOCK2, CD53, ARHGAP30, CD2 and BIN2 are directed toward methods of administering
immunosuppressant drugs, managing an immunosuppression regimen and detecting, monitoring or prognosing immune-mediated
rejection or inadequate immunosuppression in a kidney transplant recipient.

The methods will be searched to the extent that the marker panel encompasses DOCK2 (first exemplary marker), CD53 (second
exemplary marker), ARHGAP30 (third exemplary marker), CD2 (fourth exemplary marker) and BIN2 (fifth exemplary marker). Applicant
is invited to elect additional marker(s) to be searched. Additional marker(s) will be searched upon the payment of additional fees. It is
believed that claims 1, 2 (in part), 3-5, 45, 46 (in part) and 47-52 encompass this first named invention and thus these claims will be
searched without fee to the extent that they encompass DOCK2 (first marker), CD53 (second marker), ARHGAP30 (third marker), CD2
(fourth marker) and BIN2 (fifth marker). Applicants must specify the claims that encompass any additionally elected marker(s).
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 resultin
only the first claimed invention to be searched/examined. An exemplary election would be a marker encompassing CD48 (first
exemplary elected marker).

No technical features are shared between the markers of Groups I+ and, accordingly, these groups lack unity a priori.

Groups I+ share the technical features including: a method of managing an immunosuppression regimen and administering
immunosuppressant drugs comprising: (a) obtaining a biological sample comprising nucleic acids, wherein the biological sample is
obtained from a kidney transplant recipient on an immunosuppression drug regimen and wherein the nucleic acids comprise expression
products from a panel of genes that are commonly dysregulated in acute and chronic rejection; (b) diagnosing immune-mediated
rejection or inadequate immunosuppression in the kidney transplant recipient based on levels of the expression products from the panel
of genes, wherein the panel of genes is specifically selected to detect immune-mediated rejection or inadequate immunosuppression in
a kidney transplant subject irrespective of histological findings; and (c) adjusting the immunosuppression drug regimen administered to
the kidney transplant recipient based on the levels of the expression products from the panel of genes specifically selected to detect
immune-mediated rejection or inadequate immunosuppression in a kidney transplant subject irrespective of histological findings;
detecting the presence or absence of immune-mediated rejection in the kidney transplant recipient without distinguishing between acute
and chronic rejection, wherein the detecting is based on levels of the expression products from the panel of genes commonly regulated
in acute and chronic rejection; wherein the panel is selected from a single set of up to 250 markers, and wherein the single set of up to
250 markers specifically detects immune-mediated rejection or inadequate immunosuppression in subjects with subclinical acute
rejection, clinical acute rejection, subclinical chronic rejection, or clinical chronic rejection; a method of detecting, monitoring or
prognosing immune-mediated rejection or inadequate immunosuppression in a kidney transplant recipient comprising: (a) obtaining a
biological sample comprising nucleic acids, wherein the biological sample is obtained from a kidney transplant recipient on an
immunosuppression drug regimen; (b) performing an assay on the nucleic acids to determine expression levels of a panel of genes,
wherein the panel of genes is specifically selected to detect immune-mediated rejection or inadequate immunosuppression in a kidney
transplant subject irrespective of histological findings; and (c) detecting, monitoring or prognosing immune-mediated rejection or
inadequate immunosuppression based on the expression levels of the panel of genes specifically selected to detect immune-mediated in
a kidney transplant subject irrespective of histological findings in the subject.

However, these shared technical features are previously disclosed by WO 2015/035367 A1 to The Scripps Research Institute et al.
(hereinafter 'Scripps')

Scripps discloses a method of managing an immunosuppression regimen (a method of managing an immunosuppression regimen;
paragraph [0038]) and administering immunosuppressant drugs (administering immunosuppressant drugs; paragraph [0054])
comprising: (a) obtaining a biological sample comprising nucleic acids (comprising: (a) obtaining a biological sample comprising nucleic
acids; abstract, paragraphs [0006], [0058)), wherein the biological sample is obtained from a kidney transplant recipient (wherein the
biological sample is obtained from a kidney transplant recipient; paragraph [0006]) on an immunosuppression drug regimen (on an
immunosuppression drug regimen; paragraph [0038]) and wherein the nucleic acids comprise expression products from a panel of
genes (wherein the nucleic acids comprise expression products from a panel of genes; paragraph [0069)) that are commonly
dysregulated (that are known to be dysregulated in association with a diagnosis (that are commonly dysregulated); paragraph [00262]) in
acute (in acute; paragraph [0006]) and chronic rejection (and chronic rejection; paragraph [0043]); (b) diagnosing immune-mediated
rejection or inadequate immunosuppression in the kidney transplant recipient (diagnosing immune-mediated rejection or inadequate
immunosuppression in the kidney transplant recipient; paragraphs [0010], [0038)) based on levels of the expression products from the
pane! of genes (based on levels of the expression products from the panel of genes; paragraphs [0006), [0038], [0069]), wherein the
panel of genes is specifically selected to detect immune-mediated rejection or inadequate immunosuppression in a kidney transplant
subject irrespective of histological findings (wherein the panel of genes is selected to detect subclinical rejection or immune-mediated
rejection (wherein the panel of genes is specifically selected to detect immune-mediated rejection or inadequate immunosuppression in
a kidney transplant subject irrespective of histological findings); paragraphs [0006), {0038], [0069)); and (c) adjusting the
immunosuppression drug regimen administered to the kidney transplant recipient based on the levels of the expression products from
the panel of genes (adjusting the immunosuppression drug regimen administered to the kidney transplant recipient based on the levels
of the expression products from the panel of genes; paragraphs [0038], [0069)) specifically selected to detect immune-mediated rejection
or inadequate immunosuppression in a kidney transplant subject irrespective of histological findings (selected to detect subcfinical
rejection or immune-mediated rejection (specifically selected to detect immune-mediated rejection or inadequate immunosuppression in
a kidney transplant subject irrespective of histological findings); paragraphs [0006), [0038], [0069]);

-***-Continued on Next Supplemental Page-***-

Form PCT/ISA/210 (patent family annex) (January 2015)
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-***_Continued from Previous Supplemental Page:

detecting the presence or absence of immune-mediated rejection in the kidney transplant recipient (detecting the presence or absence
of immune-mediated rejection in the kidney transplant recipient; paragraphs [0006], [0038]), wherein the detecting is based on levels of
the expression products from the panel of genes commonly regulated in acute and chronic rejection (wherein the detecting is based on
the levels of expression products known to be associated with a rejection diagnosis, including acute and chronic rejection (wherein the
detecting is based on levels of the expression products from the pane! of genes commonly regulated in acute and chronic rejection);
paragraphs [0006], [0043]}, [0069], [00262)); wherein the panel is selected from a single set of up to 250 markers (wherein the panel is
selected from a single set of up to 250 markers; paragraph [0074]), and wherein the single set of up to 250 markers specifically detects
immune-mediated rejection or inadequate immunosuppression in subjects with subclinical acute rejection, clinical acute rejection,
subclinical chronic rejection, or clinical chronic rejection (wherein the single set of up to 250 markers specifically detects
immune-mediated rejection or inadequate immunosuppression in subjects with subclinical acute rejection, clinical acute rejection,
subclinical chronic rejection, or clinical chronic rejection; paragraphs [0006}, (0038], [0043], [0068], [0074]); a method of detecting,
monitoring or prognosing immune-mediated rejection or inadequate immunosuppression in a kidney transplant recipient (a method of
detecting, monitoring or prognosing immune-mediated rejection or inadequate immunosuppression in a kidney transplant recipient;
paragraphs [0010], [0038]) comprising: (a) obtaining a biological sample comprising nucleic acids (comprising: (a) obtaining a biological
sample comprising nucleic acids; abstract, paragraphs {0006], [0058]), wherein the biological sample is obtained from a kidney
transplant recipient (wherein the biological sample is obtained from a kidney transplant recipient; paragraph [0006]) on an
immunosuppression drug regimen (on an immunosuppression drug regimen; paragraph [0038)); (b) performing an assay on the nucleic
acids to determine expression levels of a panel of genes ((b) performing an assay on the nucleic acids to determine expression levels of
a panel of genes; paragraphs [0006), [0069]), wherein the panel of genes is specifically selected to detect immune-mediated rejection or
inadequate immunosuppression in a kidney transplant subject irrespective of histological findings (wherein the panel of genes is selected
to detect subclinical rejection or immune-mediated rejection (wherein the panel of genes is specifically selected to detect
immune-mediated rejection or inadequate immunosuppression in a kidney transplant subject irrespective of histological findings),
paragraphs [0006], [0038], [0069]); and (c) detecting, monitoring or prognosing immune-mediated rejection or inadequate
immunosuppression based on the expression levels of the pane! of genes (detecting, monitoring or prognosing immune-mediated
rejection or inadequate immunosuppression based on the expression levels of the panel of genes; paragraphs {0010], [0038), [0069])
specifically selected to detect immune-mediated in a kidney transplant subject irrespective of histological findings in the subject
(specifically selected to detect immune-mediated in a kidney transplant subject irrespective of histological findings in the subject;
paragraphs [0006], [0038], [0069]). Scripps further discloses distinguishing between at least two conditions (distinguishing between at
least two conditions; paragraphs [0006)), including wherein one of the two conditions is transplant rejection (including wherein one of the
two conditions is transplant rejection; paragraph [0006]), and one condition is transplant dysfunction without rejection (one condition is
transplant dysfunction without rejection; paragraphs [0005], {0006]).

Scripps does not disclose: without distinguishing between acute and chronic rejection. However, based on the disclosure of Scripps, It
would have been obvious to a person of ordinary skill in the art at the time of the invention was made to have modified the disclosure of
Scripps to have considered distinguishing between two conditions, or three conditions, where at least one condition was normal
functioning, and one condition included transplant rejection, as disclosed by Scripps, to have included both acute and chronic rejection
within the classification of transplant rejection, in order to better enable a determination of an appropriate course of treatment or lack of
alteration of treatment of a patient.

Since none of the special technical features of the Groups |+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by the Scripps reference, unity of invention is lacking.

Form PCT/ISA/?10 (extra sheet) (Jannary 2015)
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