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Box I Observations where certain cialms were found uneearchable (Continuation of item 2 of first sheet)

Thig Intemaflonal Search Report has not been estabished In respect of cartain claims under Arttele 17(2){a) for the f°||°Wh§ reasons:

1. ]:l Claime Nog.: .
because they relate 1o subject matter not required fo be searched by this Auwtharlty, namely:

2 ]II ClaimsNos: 14,22 ‘
because they ralate to parts of the Internatlonal Application that do not comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3 D Claims Nos.:

becavse they are dependent ctaims and are not drafted In accordance with the second and third sentences of Rule 8.4(a).

Box Il Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions In this intemational application, as follows:

see additional sheet

1. Ag all required additional ssarch fees wers timely pald by the applicant, this Intarational Ssarch Repert covers all
sparchable claims.

2. |:| As all ssarchable claims could be searched without efiort Justifying an addiﬂonal fas, this Authority did not nviie paymant
aof any additional fee. .

3 D As only some of the requived addifonal seerch fees wers timely pafd by the applicant, this Inernational Search Report
covars anly thosa clalms for which fase wars paid, pecifically claime Nog.;

4, El No required adcitional search fess were timeiy paid by the applicant. Congsqguently, this International Search Reportis
rastricied to the inveniion first mantioned in the claims; it is covered by claims Nos.:

1-13, 15-21, 23, 24 (partially)

Aemark on Protest D The additional search fees were accompanied by the applicant's protest.

D No protest accompanied the payment of addlienal search fees.
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 21D

Continuatifon of Box II.Z2

Claims Nos.: 14,22

Present claims 14 and 22 relate to the use of a compound "which
modulates the synthesis, expression or activity of one or more genss" as
identified in Table 4, 5, 6, 7 or 8.

Hence, present ctaims 14 and 22 relate to compounds only defined by
their desired property with no indications of any kind as to their
structure. The scope of sald claims is thus not clear, contrary to the
requirements of Art. 6 PCT.

The search with respect to c¢laims 14 and 22 would therefore have to be
limited to those compounds failing within the scope of said claims,
which would be, in view of the description, clear {(Art. 6 PCT).

However, the description of the present application does not disclose
any such specific compound having the said property or effect: The
present description merely lists a large number of known compounds or
agent having immunsuppressive properties (cf. page 34, par. 2 - 35, par.
1) but does not provide any evidence that any of said large 1ist of
compounds would modulate the synthesis, expression or activity of one or
more genes as identified in Table 4, 5, 6, 7 or 8.

The description of the present application further lists, on page 35,
par. 2, several potentially modulating agents such as a nucleic acid, a
biomarker substrate, antibody, antagonist or agonist.

However, firstly, the present application does not provide evidence that
any of the biomarkers of Tables 4 — B would also be regulated on the
protein expression level, i.e. there is no evidence that a protein
moduTating agent could be used in such a method.

Secondly, the present application does not disclose that the moduiation
of a single gene of the genes listed in any of said tables 4 - 8 would
be suitable for such a method but merely discloses that specific sets of
genes {see above) are to be modulated, Hence, it is neither clear nor
supported in view of the description (Art. 6 PCT), how the modulation of
the expression levels of a single gene (e.g. by using antisense nucleic
actds specifi¢ for said single gene) could be used in a method for
preventing, 1nhibiting, reducing or treating transplant rejection.

In view of the above objections under Art. 6 PCT, no meaningful search -
of claims 14 and 22 could be carried out (Article 17(2) PCT).

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
estabiished need not be the subject of an international preYiminary
examination {Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been.searched. This 1s the case irrespective of whether or not the
claims are amended following recelpt of the search report or during any
Chapter II procedure. If the application proceeds into the regienal phase
before the EPO, the applicant 1s reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5},
should the problems which led to the Article 17(2) declaration be
overcome.
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This International Searching Authority found multiple (groups of)
inventions 1n this international application, as follows:

1. claims: 1-13, 15-21, 23, 24 {partially)

Methods for predicting the onset, monitoring, preventing,
reducing or treating transplant rejection and methods for
identifying agents for use in preventing, reducing or
treating transplant rejection, said methods comprising
determining the level of gene expression of the set of genes
comprising all genes of TabTe 4 in combination with a
predictive model selected from PLS-DA and OPLS; the use of
the set of genes comprising all genes of Table 4 in
combination with a predictive model selected from PLS-DA and
OPLS as a biomarker for transplant rejection.

2. claims: 1-13, 15-21, 23, 24 (partially)

Methods for predicting the onset, monitoring, preventing,
reducing or treating transplant rejection and methods for
identifying agents for use in preventing, reducing or
treating transplant rejection, said methods comprising
determining the level of gene expression of the set of genes
comprising the genes NFAT, Discs large 3 (d1g¢3) and thyroid
hormone receptor alpha in combination with a predictive
model selected from PLS-DA and OPLS; the use of the set of
genes comprising the genes NFAT, Discs large 3 {d7g3) and
thyroid hormone receptor alpha 1n combination with a
predictive model selected from PLS-DA and OPLS as a
biomarker for transplant rejection.

3. claims: 1-13, 15-20, 24 (partially)

Methods for predicting the onset, monitoring, preventing,
reducing or treating transplant rejection and methods for
identifying agents for use in preventing, reducing or
treating transplant rejection, said methods comprising
determining the Tevel of gene expression of the set of genes
comprising all genes of Table 5 in combination with a
predictive model selected from PLS-DA and OPLS; the use of
the set of genes comprising all genes of Table 5 1in
combination with a predictive mode! selected from PLS-DA and
OPLS as a biomarker for transplant rejection.

4. claims: 1-13, 156-20, 24 (partially)
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ethods for predicting the onset, monitoring, preventing,
reducing or treating transplant rejection and methods for
jdentifying agents for use in preventing, reducing or
treating transplant rejection, said methods comprising
determining the Tevel of gene expression of the set of genes
comprising all genes of Table & in combination with a
predictive model selected from PLS-DA and OPLS; the use of
the set of genes comprising all genes of Table 6 in
combination with a predictive model selected from PLS-DA and
OPLS as a biomarker for transplant rejection.

5. claims: 1-13, i5-20, 24 {partially)

Methods for predicting the onset, monitoring, preventing,
reducing or treating transplant rejection and methods for
identifying agents for use in preventing, reducing or
treating transplant rejection, said methods comprising
determining the level of gene expression of the set of genes
comprising the genes lumican, Smad3, AE binding pretein 1
and frizzies-9 in combination with a predictive model
selected from PLS-DA and OPLS; the use of the set of genes
comprising the genes lumican, Smad3, Af binding protein 1
and frizzles-9 in combination with a predictive model
selected from PLS-DA and OPLS as a biomarker for transplant
rejection. ‘

6. claims: 1-13, 15-20, 24 (partially)

Methods for predicting the anset, monitoring, preventing,
reducing or treating transplant rejection and methods for
identifying agents for use in preventing, reducing or
treating transplant rejection, said methods comprising
determining the level of gene expression of the set of genes
comprising all genes of Table 7 in combination with a
predictive model selected from PLS-DA and OPLS; the use of
the set of genes comprising all genes of Table 7 in
combination with a predictive model selected from PLS-DA and
OPLS as a biomarker for transplant rejection.

7. claims: 1-13, 15-20, 24 (partially)

Methods for predicting the onsef, wonitoring, preventing,
reducing or treating transplant rejection and methods for.
identifying agents for use in preventing, reducing or
treating transplant rejection, said methods comprising
determining the level of gene expression of the set of genes
comprising all genes of Table 8 (11) in combination with a
predictive model selected from PLS-DA and OPLS; the use of
the set of genes comprising all genes of Tabie 8 (11) in
combination with a predictive moedel selected from PLS-DA and
OPLS as a biomarker for transplant rejection.
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FURTHER INFORMATION CONTINUED FROM  PCTASA!/ 21{

8. claims: 1-13, 15-20, 24 (partially)

Methods for predicting the onset, monitoring, preventing,
reducing or treating transplant rejection and methods for
tdentifying agents for use in preventing, reducing or
treating transplant rejection, said metheds comprising
determining the level of gene.expression of the set of genes
comprising the genes ceruloplasmin, pM5/NOMO, colony
stimulating factor 2 receptor, Hes-1, insulin growth factor
binding protein 4, hepatopoietin A, solute carrier family 2
and ski-1ike in combination with a predictive model selected
from PLS-DA and OPLS; the use of the set of genes comprising
the genes ceruloplasmin, pM5/NOMO, colony stimulating
factor 2 receptor, Hes-1, insulin growth factor binding
protein 4, hepatopoietin A, solute carrier family 2 and
ski-1ike in combination with a predictive model selected
from PLS-DA and OPLS as a biomarker for transpliant
rejection.
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