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INTERNATIONAL SEARCH REPORT' International application No.
PCT/US 10132866

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AS1K 38/48 (2010.01)
USPC - 424/94.64
Agcording to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system fallowed by classification symbols)
IPC(8) - AG1K 38/48 (2010.01)
USPC - 424/84.64

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
USPC - 424/144.1, 145.1, 04.1, 54.64; 435/7.6; S14/44R
(Text Search)

Eil ic data base Ited during the international search (hame of data base and, where practicable, search terms used)

PubWEST (PGPB, USPT, USOC, EPAB, JPAB}); Google Scholar and PubMad.

Search Terms: livitabla bowel syndrome, IBS, tryptase, beta-ryptase, $tryptase, marker, biomarkar, anatyte, diagnos$, progre$, regress,
remission, compar$, histamine, PGE2, prostaglandin E2, measur$, determin$, assay, assay$, presence, amount, leva, sampla, subject,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y US 2008/00$5524 A1 (LOIS} 10 April 2008 (10.04.2008) fig 4A, 4B; table 1; para [0009), [0010], | 1-8, $/(1-8), 4546, 51
10014], [0017), [0048), [0050]. [0088], [0106], [0283], [0286]{0287], {0341]40343]. and 71-73

Y BARBARA, G, et al. Activated Mast Calls In Proximity to Cotonic Nerves Correlats 18, 9/(1-8), 45-46, 51

With Abdominal Pain In Irritable Bowe! Syndrome. Gastroenterology. March 2004, Vol 126(37),
pages 683-702- fig 3-4; abstract; pg 686, col 2, para 2 ko pg 697, col Z, para 2,

Y US 2002/0197661 A1 {NILES st al.) 26 Dacember 2002 (26.12.2002) para [0004], [0005], 148, B/{1-8), 45-46, 51
[0013), (0014}, and 71-73

¥ US 2008/0057580 A1 {URDEA et al.} 06 March 2008 (06.03.2008) para [0026], [0126], [0127]. | 6-8 and 9/(6-8)

Y US 6,867,157 B (DAVIS et al.) 15 March 2005 (15.03.2006) col 20, In 45-65. 71.73

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

*  Special categories of cited documents: “T"  later document published aier the intemational filing date or priority
“A" document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention
“E" catlier application or patent but published on or after the international " document of particular relevance; the claimed invention cannol be
filing date considered novel or cannol be considered o involve an inventive
“L"  document which may throw doutits on priority claim(s) or which is step when the document is taken alon
:;:g;f’ “mb]'(i'; :hp‘;?ﬁ:y)mm’“ date of another citation or other wyv  gocument of particular releyances, the claimed invention cannot be

considered to involve an inventive step when the document is

“0" document referring to an oral disclosute, use, exhibition or other combined with one or more other such documents, such combination
. means beiing obvious to a person skilled in the art
P :ihqec;rrl:‘;lmy w‘gtsmmgr to the international filing date but later than g 400 ument member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search repont
15 Qctober 2010 (15.10.2010) 2 5 OCT 2010
Name and mailing address of the ISA/US Authorized officer;
Mail Stop PCT, Attn: ISWS, _Commlssinner for Patents Les W. Young
P.O. Box 1450, Alexandria, Virginia 22313-1450 PCT Helpdeke: 5742724300
Facsimile No.  s71.273-3201 PCT OSP: 571-272-7774

Form PCT/18A/210 (second sheet) (July 2009}
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INTERNATIONAL SEARCH REPORT International application No.
PCTAS 10/39866

Box No.II  Observations where certain claims werc 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;

2z D Claims Nos.:
because they relate to paris of the international application that do not comply with the prescribed Tequirements to such an
extent that no meaningful international search can be carried out, specifically:

3. X Claims Nos.; 2644 and 52.60
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 Jacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventiens in this international application, as follows:
This application contains the following Inventions or groups of Inventlons which are not so linked as to form a single general Inventive
concept under PCT Rule 13.1. In order for all inventions 1o be examined, the appropriate additional examination fees must be paid.

Group | Claims 1-9, 45, 46, 51, and 71-73 are directed to a method for aiding in the diagnosis of, or In monitoring the progression or
regragsion of Irritable bowel syndrome (IBS) In a subject, sald method comprising:

contacting a blood or serum sample from the subject with a B-tryptase binding molety under conditions suitable to transform B-tryptase
presant in the sample into a complex ¢comprising B-tryptase; and

determining the level of sald complax, theraby detarmining the level of B-tryplase presant In the sample.

‘Continued in Supplemental

Box

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 ¢ffort justifyring additional fees, this Authority did not invite payment of
additional fees.

3 D As only some of the nequired 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. E Ne required additional search fees were timely paid by the applicant. Consequently, this international search report is
;egsuzgtc‘:ia tos Elhe 1!:’?;1‘:;!1703]1 first mentioned in the claims; it is covered by claims Nos.:
-4, 43, 40, 91, ani -

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.
I:I No protest accompanied the payment of additional search fees.

Form PCT/15A/210 (continuation of first sheet (2)) (July 2009)
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INTERNATIQNAL SEARCH REPORT

International application No.
Information on patent family members nternational app;

PCTAJS 10/39868

Continuation of:
Box Ne. lll - Observations where unlity of invention Is lacking:

Group |1: Claims 10-18, 47, 48, and 51 are directed to a method for alding In the diagnosls of, or In monltoring the progression or
ragrassion of [rritable bowel syndreme (IBS) in a subject, said method comprising:

contacting a blood or serum sample frem the subject with a histamine binding moiety under conditions suitable to transform histamine
present In the sample into a complex comprising histamine; and

determining the level of sald complex, thereby determining the level of histamine present in the sampla.

Group IlI: Claims 19-27, and 49-51 are directed to 2 method for aiding in the diagnosis of, or In manitoring the prograssion or regression
of iritable bowel syndrome {IBS) in a subject, sald methed comprising:

contacting a blood er serum sample from the subject with a prostaglandin E2 (PGE2) binding maiety under conditions suitable to
transform prostaglandin E2 (PGE2) present in the sample into a complex comprising prostaglandin E2 (PGEZ2); and

determining the level of sald complex, theraby detarmining the level of prostaglandin E2 (PGEZ2) present in the sampls.

Group IV; Claims 61-70 are directed to a computer-readable medium and a {computer) system for classifying whether a serum or blood
sample from an subject is associated with imitable bowel syndrome (IBS).

The inventicns listed as Groups 1 - 1V do not ralats to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or comesponding spacial tachnical faatures for the following reasons:

The spacial technical feature of tha Group IV claims Is computer software for applying a statistical procass to a data set comprising a
dlagnostic marker profile to produce a statistically derivad declslon classifying said sample as an IBS sample of non-IBS sample based
upon sald diagnostic marker profile, wherein sald diagnostic marker profile Indicates the level of at least one diagnostic marker selectad
from the group consisting of B-tryptase, histamine, prostaglandin E2 (PGE2), and a combination thereof; not required by the clalms of
Groups |-l

The common technical features of Groups I-lll are;

A method for aiding in the dlagnosis of irritable bowel syndrome (IBS}

in & subject, sald method comprising:

(2) contacting a blood or serum sample from the subject with a B-tryptase, histamine, or prostaglandin E2 (PGEZ2) binding moiety under
conditions suitable to transform B-tryptase, histamine, or prostaglandin E2 (PGE2) presert in the sample Into a complex comprising B-
iryptase, histamine, or prostaglandin E2 (PGE2) and the B-tryptass, histamina, or prostaglandin E2 (PGE2); and

{b} datermining the lavel of sald complax, theraby detarmining the lavel of B-tryptase, histamine, or prostaglandin E2 {PGE2) present in
the sample.

However, this i3 not an Improverment over the prior art of US 20080166719 A1 (LOIS), in view of US 20020025348 A1 (BASU et al.).

Lois teaches a mathod for alding In the diagnosis of Irritable bowe! syndrome (IBS) In a subject (Abstract), said method comprising:

{a} contacting a blood or sarum sampla fram the sublect {para [0085]-"Sultable sarmples for use In the present Invention include, without
lImitation, whole blood, plasma, serum®) with a (IBS markar] binding moiety under conditions suitable to transform [IBS markaf] present
In the sample Into a complex comprising [IBS marker] and the [IBS marker] binding molety (para [0276}—"Sandwich ELISA can also be
suitable for use In the present inventlon. For example, in a two-antibody sandwich assay, a first antlbody Is bound to a solid support, and
tha marker of interest I8 allowsd to bind to the first antibody. The amount of the marker is quantitated by measuring tha amount of a
second antibedy that binds the marker"); and

(b} determining the fevel of said complax, thareby determining the level of [IBS marker] presant in the sample (para [0276}--"The amount
of the marker is quantitated by measuring the amount of a second antibody that binds the marksr®),

Although Lols teaches wherein the |BS marker Is prostagiandin D2 synthasa {para [D208)), l.ols does not specifically teach whareln the
IBS marker is B-iryptase, histamins, or prostaglandin E2 (PGE2). Howaver, Basu does teach that prostagtandin E2 (PGE2) Is found In
high levels in IBD patients (para [0008]). One of ardinary skill in the art would have readily appraclated that high levels of prostaglandin
E2in IBD patiants would make prosiaglandin E2 a desirable marker for diagnosis of IBD,

Accordingly, unity of Inventlon Is lacking under PCT Rule 13 becauss the groups do not share a same or corrasponding speclal
technical feature providing a contribution over the prior art. .

Claims 28-44 and 52-60 are improper multiple dependent claims, not drafted In accordance with the second and third sentences of PCT
Rule 6.4{a), and therefore have been found to be unsearchable under Article 17(2)(b) because of defects under Article 17(2)(a} and
therefore have not baen included with any invention,

Form PCT/ISA/210 (patent family annex) (July 2009)
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