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PC(8) 1 COTE 500 X
UscCL 1 530/320; 514/2; 530/412; 435/7.21; 514/21; 514/867; 530/388.22

B. FIELDS SEARCHED

According to International Patent Classification (TPC) or to both national classification and IPC

Minimum docamentation searched (classification system followed by classification symbaols)
LS, : 530/329; 514/2; 530/412; 435/1.21; 514/21; 514/867; 530/388 22

Dooumestation searched ofher than minimium documestation to the extent that snch docnments are inchrded in the fields searched

Please See Continuation Sheet

Blectronit date base consulted during the intemational search (name of data base and, where practicable, search ferms nsed)

C. DOCTUJMENTS CONSIDERED TO BE RELEVANT

Category *

Citation of docament, with indjcation, where appropriate, of the relevant passages

Relevant to claim No.

Decensber 2000 Vol. 113, Pt 24. pages 4435-40,

X WANG et al. Human zenulin, 8 potential modulator of infestinal tight junctions. J Cetl Sei.

1, 37,77,79

Y 10, 12-22, 2428, 31,
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Y FASANO A Moxdulation of intestinal penmesbility: an innovative method of oral drug 1, 3-7, 12-22, 24-28,

_— delivery for the treatment of inherited and acquired human diseases. Mol Genet Metab. May 31,35,77,79

A 1998 Vol. 6,4 No. 1, pages 12-8, ——

2,89, 11, 23, 29, 30,
3234, 36,78, 80

D Further documente are listed in the continuation of Beoe C.

I:I See patent family annex. *

. Bpeoial categorios of cied decoments:
“4"  dosument defining the genere] state of the art which is not censidered to be of
partivular relevance
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P.O. Box 1450

Alexpadria, Virginia 22313-1450
Facsimile No. (571) 273-3201

“P*  dosumoat published prior to the intemational filing date but later than the g docutment memiet of the eamo patent faxdly
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Date of the actual completion of the internationa] search Date of mﬂiﬁ ofthe mtemtmnal search report .
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PCT/US2004/022733

Tnternatiomal apphication No.
INTERNATIONAL SEARCH REPORT PCT/US04/22753

BOX I01. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This applicetion contains the following inventions or groups of inventions which are not so linked as to form a single generel inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group [ Claims 1-36 and 77-80 drawn to agonist polypeptides.

Group I Claims 46-50, drawn fo a method for delivery of agonist polypeptides.

Group Il Cleims 51-53, drawn to a method for purification of a receptor,

Group IV Claims 54-58, drawn to a method for drug screening,

Group V Claim 59, drawn to a vaccine composition comprising an agonist polypeptide.

Group VI Cleim 60, dravm to a method for diagnosis. )
Group VII Claim 61-74, drawn to a method for treatment of a patient having increased expression of zonulin.
Group VIII Claims 75 and 76, drawn to antibodies against the protein of SEQ ID NO: 5.

The inventions listed as Groups J-VIII donet relete to o single general inventive concept under PCT Rule 13.1 because, under-PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons.

According to PCT Rule 13.2, unity of invention exists only when the shared sare or corresponding special technica! featore is a
cantribution over the prior art. The inventions of Groups I-VIII do not relate to & single general inventive concept because they lack the
sume or corresponding speciel technical feature. The techmical fature linking Groups VI e that they all relate 1o an agonist
polypeptide with the amino acid sequence FCIGRL. Said technical feature is not a special technica] feature because it was known in the
art. Wang et al, 2000 teach a polypeptide, Zat, wherein the N-terminal sequence is FCIGRLOVQDGEVT, which is a key determinant for
receptor binding. This sequence meets the limitations of Claim 1 because it is inherently an entagonist of the zonulin receptor.

‘Wang et al., Human zanulin, a potential modalatar of intestinal tight junctions.
T Cell Sei. 2000 December; 113 Pt 24:4435-40.

Form PCT/ISA/210 {extra sheet) (April 2005)
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Intetnat; lication No.
INTERNATIONAL SEARCH REPORT tiona! application No
PCT/US804/22753

BoxNo.Tl  Observations where certain claiims 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 [:l Claims Nos.:
becavse they relate to subject maiter not required fo be searched by this Anthority, namely:

2 D Claims MNas.:
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:

3. D Clajms Nos.: .
becanse they are dependent ¢laimus and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxNo. I  Observations where unity of invention is lacking (Continuation of item 3 of first sheef)

This Intemational Scarching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet :

As all required additiona search fees were timely peid by the applicant, this international search report covers all
searchable ¢laims.

Az ali searchable ¢laims could be searched without effort justifying additional fees, this Anthority did nof invite
payment of any additionsl fees. '

As only some of the required additional search fees were timely paid by the applicant, this internationel search report
covers anly those claims for which fees were paid, specifically claims Nos.;

0O

W

4, IE No required additional search fees were timely paid by the applicant. Cansequently, this international search report s
restricted to the invention first mentioned in the claims; it is covered by claims Nes.: 1-36 and 77-80

Remark on Protest D The additionsl search fees were accompanied by the applicant’s protest and, where applic.ble, the
payment of a proteat fee,
EI The additional search fees were accompanied by the applicant’s profest but the applicable protest fee
was not paid within the time imit specified in the invitation.
|:| No protest accompanied the payment of additional search fees.
Form PCT/ASA210 (continuation of first sheet(2)) (April 2005)
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