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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:

See extra sheet.

3 [ Claim Nos.:
because they are dependent claims and are not drafled in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this internatienal application, as follows:
See extra sheet.

1. I Asall required additional search fees were timely paid by the applicant, this international search report covers all searchable claims.

2. W As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of additional
fees.

3. Asonly some of the required additicnal search fees were timely paid by the applicant, this international search report covers only those
claims for which fees were paid, specifically claim Nos.:

4. i 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 claim Nos.:

Remark on Protest T~ The additional search fees were accompanied by the applicant=s protest and, where applicable, the payment of
""" a protest fee.

i“"‘" ¢ The additional scarch fees were accompanied by the applicant's protest but the applicable protest fee was not
paid within the time limit specified in the invitation.

I No protest accompanied the payment of additional search fees.
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Continuation of Box No. IL1

Claims 29-64 (completely) and 65-75 (partially) are directed to a method for treatment of the human or animal body by surgery or therapy, which
the International Searching Authority is not required to examine under Rule 67.1(iv) of the PCT. Moreover, this Autherity has established a
written opinion of claims 29-64 based on the alleged use of the 31-gene and 99-gene diagnostic signatures for sepsis or organ failure to determine
whether a subject should be administered an effective amount of one or more antibiotics to treat sepsis or organ failure.

With respect to claims 65-75, the method as defined can encompass contacting an endotoxin tolerant cell in an organism, which is considered as
being a method of treatment. Claims 65-75 were searched insofar as the method concems an s wifro method.

Continuation of Box No. T1.2

Claims 1-6, 29, 33, 4648, 65 and 92 feature methods of diagnosing sepsis, risk of developing severe sepsis or risk of organ failure, as well as
related therapeutic methods, kits and microarrays, wherein the level of expression of Fndotoxin Tolerance Signature genes is determined.
However the genes comprised in said signature are not defined. Said claims relate to subject matter that is inadequately defined and which is not
fully supported by the description over the entire claimed scope and therefore fails to comply with the requirements of Article 5 of the PCT and
Article 6 of the PCT to such an extent that a mesmingful search is not possible.

Claims 7-20, 22-28, 30-32, 3444, 49-60, 62-64, 66-74, 76-84, 86-91, 93-101 and 103-104 are directed to metheds of diagnesing sepsis, risk of
developing severe sepsis or risk of ergan failure, as well as related therapeutic methods, kits and microarrays, wherein the level of expression of
any plurality of genes, i.e. any to or more genes, selected from lists as defined in instant claims 7 or 20 is determined. The combinatorially large
number of possible pluralities of genes defined in said claims, for use in diagnosing sepsis, risk of developing severe sepsis or risk of organ
failure, are not supported by the description and fail to comply with the requirements of Article 5 of the PCT and Article 6 of the PCT to such
an extent that a meaningful search over the entire claimed scope is not possible.

An effort was nevertheless made by the ISA to identify subject matter on which a meaningful search could be performed. In view of the
description, the subject matter apparently most important for the applicant is a diagneostic signature comprising all 99 genes of the signature
defined in instant Table A and for example in instant claim 7 or comprising all 31 genes of the subset signature defined for example in instant
claim 20, wherein said signatures are used to diagnose sepsis, risk of developing severe sepsis or risk of ergan failure. The 99-gene and 31-gene
signatures are shown to develop early in patients with sepsis and are detectable before a clinical diagnesis is normally made. Consequently, the
sedarch has been established for the parts of the application which appear to be clear and supported, namely the subject matter of claims 7-20,
22-28, 30-32, 34-44, 49-60, 62-64, 66-74, 76-84, 86-91, 93-101 and 103-104 relating to the signatures comprising all 99 genes of the signature
defined in instant Table A or comprising all 31 genes of the subset signature defined for example in instant claim 20, wherein said signatures are
used to diagnose sepsis, risk of developing severe sepsis or risk of organ failure.

Continuation of Box No. IIT

The application is directed to methods of diagnosing sepsis, risk of developing severe sepsis or risk of organ failure, as well as related therapeutic
methods, kits and microarrays, featuring diagnostic signatures comprising any plurality of two or more of the biomarker genes of instant Table A,
as defined for example in instant claim 7. As each of the biomarker genes featured in said signatures is structurally distinct, the only feature
which might serve to unily the subject matier of the claims is the general concept of using a plurality of any two or more biomarker genes to
diagnose sepsis, risk of developing severe sepsis or risk of organ failure.

However, the general concept of using a plurality of any two or more biomarker genes to diagnose sepsis, risk of developing severe sepsis or risk
of organ failure is knewn in the pricr art, as disclosed for example in each of WO2010/049818, WO2009/095786, Sudrez-Santamaria etal., 2010,
Sutherland et al., 2011, Pankla et al., 2009 and Cvijanovich et al., 2008, and thus the claims do not relate to a single inventive concept @ posteriori
under Rule 13.1 of the PCT. Therefore the claims are directed te a plurality of alleged inventicns wherein each specific combination of any two or
more biomarker genes selected from Table A represents a separate group of invention.

The claims mnst be limited to one inventive concept as set out in Ruole 13 of the PCT.
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