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

1. D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2, D Claims Nos.:

because they relate to paris 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. |:I Claims Nos.:
because they are dependent claims and are not drafted 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 muitiple inventions in this international application, as follows:
Please See Continuation Sheet '

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

1. g As all searchable claims could be searched withowt effort justifying additional fees, this Authority did not invite
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As only some of the required additional search fees were timely paid by the applicant, this intermational search report
covers only those claims for which fees were paid, specifically ¢laims Nos,:

4, D 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 claims Nos.:

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.

D No protest accompanied the payment of additional search fees.
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BOX 111, OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

This application contains the following inventlons or groups of inventions which are not so linked as to form a single
general inventive concapt under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additlonal
examination fees must ba paid.

Group |, claim(s) 1-45, drawn te Claims 1-10, drawn to methods of altering the binding spacificity of a biciogieal fluld
protein, or to unmasking a biological fluid prolein, by exposure to an oxidizing agent or to an electric potential,

Group i, claim(s} 46-50, drawn to an isolated immunoglobuiin or biological extract having a binding specificity that can be
changed by oxidative treatment.

Group I, claim({s) 51, drawn to a method of treating an auteimmune disease by administering an anti-oxidant to a
subject.

Group IV, olaim(s) 52, drawn to a methed of treating an autoimmune disease by extracorporeal treatment of blood by
exposure to an oxidizing agent or io an electric potential/current.

Group V, claim(s} 53-54, drawn to methods of assaying for autoantibodies.

Group VI, claim 55, drawn to a biological fluid or extract that has keen exposed to an oxidizing agent or a DG slectric
curmmant.

Group VI, claim(s} 56, drawn to a milk product.

The inventlons listed as Groups VIl do not relate to a 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:

To have Unity of invention, applicant must have provided a single technical feature that makes a contribution over the
prior art. Presently the examiner has fourd prior art against one or more claims of the inventfon of Group |. Applicant has
thus not provided a contribution over the prior art that can permit the clalma to have Unity of lnvention.

The inventions of Groups | and )| are not relaled. Also, the invention of Group Il provides no contribution over the prior art
because it encompasses any Isofated immunoglobulin preparation, such as an lvlg preparation, known in the prior art.
Mere recitation of "a binding specificity that can be reversibly altered by a change In redox state” refers to a property that
can be potentially changed by an oxidative treatment and not to any product produced by the methed of Group 1.

Form PCT/ISA/210 {extra sheet) (April 2005)



(59) JP 2008-536920 A 2008.9.11

International application No.

INTERNATIONAL SEARCH REPORT PCT/US06/12802

Instantly Groups | and V| ara different inventions, because there is no clear difference between autoantibodies that have
been unmasked/revealed by oxidative treatment and art known autoantibodies obtained from patients having an
autoimmune disease. Indeed, applicant contemplates that avioantibodies may appear in autelmmuns patients because
of oxidative stress (e.g. Description at pages 4 and 11). Thus the claimed autoantibodies can be obtalned by other
methods (e.9. by immuncadsorption of serum autoantibodies from an autslmmune patient} and fail to provide a
eantribution over the prier art,

Instantly the methads for treating an autoimmune disease, recited In Groups Ili and IV, have distinct steps, from each
other, and have a differant goal from that of any other method claims of Groups | and V.

Instantly the methods of Groups | and V differ In their steps and goals.

The invention of Group Vit Is lacking in any relationship 1o the other inventions. Even if applicant had provided a
conitribution over the prior art In the Invention of Group |, the Invention of Group Vil would not reflect any contribution
derived from the knowledge about masked avicantibodies realized In the invention of Group 1. The method of Group lis
drawn to unmasking autoantibodies, while the: product claimed in Group VIl is not obtained by adding any unmasked
autoantibodles.

Continuation of B. FIELDS SEARCHED Item 1:
US CL: 204/54; 424/177.1; 426/580; 435/961, 962; 436/506, 547; 514/825, 866, 885; 530/380, 390.5, 402, 427; 604/6.08

Continuation of USEC:
U8 CL: 204/54;424¢177,;426/580,;435/961,962,436/506,547,514/825,866,885;530/380,390.5,402,427,604/6 .08
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