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INTERNATIONAL SEARCH REPORT International application Ne.
PCTAS 09/56088

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - GO1N 33/53 (2009.01)
USPC - 435/7.2
According to International Patent Classification {IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimumn documentation searched (classification system followed by classification symbols)
USPC - 435/7.2

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electroni¢ data base consulted during the intemational search (name of data base and, where practicable, search terms used)
WEST (PGFB, USPT, USOC, EPAB, JPAB); Google: signal transduction pathway, lipopolysaccharide, TLR4, pan-kinase, sepsis, FRET,
activation state, ribosomal 56, pS0rsk, p7Orsk, rek 56, p90s6 , p70s6, P38, ERL, PI3K, MAPK and cytomstry

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim Np,

Y US 2006/0073474 A1 (Perez et al) 06 April 2006 (06.04.2006); para [0003], [0021]{0022], 1-37
[0032]40033], [0047], [0049), [0055], {0052], [0071], [0103), [0107], [0118], [D120), [0141],
[0192], [0224], [0239], [0241], [0362], [0372], [0550], [0578] and [0790]

Y Lang et al. Regulation of muscle protein synthesis during sepsls and Inflammation. American 137
Journal of Physiology: Endocrinclogy and Metabollsm 15 May 2007, 293:E4563-E458; pg E453,
col 2, para 2

hi US 2006/0046272 Al {Chow et a1.} 02 March 2006 (02.03.2006); para [0027}H0028], [0030] and | 17-19 and 21-22
[0032]

D Further documents are listed in the continuation of Box C. D

* - Special fes of cited d “T" Inter document published afier the international filing date or priority
“A" document defining the general state of the art which is not considersd date and not in conflict with the Epﬁllqlmorl but cited to understand
to be of particular relevance the pringiple or theory underlying the invention

“E" earfier application or patent but published on or after the international  «“X»  document of particular rel  the claimed i ion cannot be
filing date considered novel or cannot be considered 10 involve an inventive
“L*  document which may throw doubts on priarity claim(s) or which is step when the document is taken alone

cited ta cstablish (b publication date of andther eftalion or OREr wyw  gocment of particular relevancs; the claimed invention cannot be
spocial reason (as specified) " tonsidered 14 invalve an Mvenfive sicp when the document it

“0" doeument referring to an oral disclosure, use, exhibition of other combined with one or more other such documents, such combination
means being obvious to o person skilled in the art

“P* d published prier to the § ional filing date but laterthan  «g» .
the priority date ¢loimed &* document member of the same patent family

Date of the actual completion of the intemnational search Date of mailing of the international search report

31 Docember 2009 (31.12.2008) 11 JAN 2010

Name and mailing address of the ISA/US Authorized officer:

|Mail Step PCT, Attn: IBA/US, Commissioner for Patents Les W. Young
P.C. Box 1450, Alexandria, Virginia 22313-1450 POT Helpdosic 571-272-4300

Facsimile No. 571.273-3001 PCT OSP: 671-272-7774
Form PCT/ISA/210 (sccond sheet) (July 2009)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US 09/56088

Box No. 1 Observations where certain clailms were found unsearchable (Continuation of item 2 of first sheet)

This intermational search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. E] Claimshllos.:

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 intermational search can be camied out, specifically:

3. D Claims Nos.:

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

Box Ne.[11  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:

- Pleasa see Supplemental Box for observations regarding lack of unity in the invention --

1. D As all required additional search fees were timely paid by the applicant, this intemational ssarch 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 ctaims for which fees were paid, specifically claims Nos.:

4. m No required additional search fees were timely paid by the applicant. Consequently, this intcrnational search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Clalms 1-37, restricted to using anti-phospho-pdd/42 MAP kinase (Thr202/Tyr204) and enti-phospho-TYK2 (Tyr1054/1055)
capture molecules.

Remark on Protest D The additional search fees were accompanied by the applicant's protest and, whers applicable, the
payment of a protest fee,
I:] The additional search fees were accompanied by the spplicant’s protest but the apphcable protest
fee was not paid within the time limit specified in the invitation.

’I‘ No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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This application contains the following inventions or groups of inventions which are not so linked as 1o form a single genera! inventive
concept under PCT Rule 13.1. in order for all inventions to be examined, the appropriate additional exarmination fees must be paid.

Group 1+: claims 1-37, drawn to a method lor determining the activation state of & signal transduction pathway signaling protein In a
leukocyle-containing sample, comprising contacting the sample with at least two different capture molacules. The first invention
ancompasses the method, restricted to using anti-phospho-p44/42 MAP kinase (Thr202/Tyr204) and anti-phospho-TYK2
{Tyr1054/1055). Should an addilional fee(s) be paid, Applicant is invited lo elact an additional capture malecules be searched. The exact
claims searched will depand on the specifically elected capture melecules,

The inventions listed as Group 1+ do nof relate to a single ganeral invantive concep! undar PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or correspanding spetial technical features for the following reasons:

The inventions of Group 1+ share the technical featura of using at iaast iwo capiure molecules to determine the activation state of a
signal transduction pathway signaling protein in a laukocyte-containing sample. However, this shared technical feature is obvious over
the prior art of US 2007/0196868 A1 to Perez; et al, that discloses a method for determining a protein activation state profile in a single
cell comprising: contacting said cell with a first phosphorylation state-specilic antibody specific to a phesphondation state of a first
protein within the MAPK, AKT, STAT, NFkB, PKC or WNT signaling pathways and a second phosphorylation state-specific antibody
specilic to a second phasphorylation state of a protein within the MAPK, AKT, STAT, NFkB, PKC or WNT signaling pathways, and
simultanecusly detecting the binding or absence of binding of said first andor second phosphorylation state-specific antibodles to said
first andfor second proteins In sald cell (claim 46).

In addition, Perez; et al, discleses phosphorylation state-specific antibodias anti-phospho-AKT Serd73, antlphospho-pd4/d2 MAP kinags

{Thr202/Tyr204) (clalm 58). As said method would have been obvious to one of ordinary skill in the ar, and said capture molecules were
known in the art at the time of the invention, thare is no special technlcal feature that would otherwise unify the groups.

Group k therefore lack unity under PCT Rule 13 becausa they do not share a same or correspanding special technical feature.

Form PCT/ISA/210 (extra sheet) July 200%)
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