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According to Intemational Patent Classification {IPC) or o both national classéfication and IPC

B. FIELDS SEARCHED

Cl2qQ

Minimum documentation searched (classification system lollowed by classification symbols)

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

Elactronic data base consulted during the International search {name of data base and, whare practical, saarch tarms used)
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C. DOCUMENTS CONSIDERED TOQ BE RELEVANT

Category”

Citation of document, with indication, where appropriate, of the relevant passages
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KRUPICA T ET AL: "Autoimmunity during
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the whole document
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“A" document defining the general state of the art which is not
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"O" document referring to an oral disclosure, usa, exhibition or
other means

"P" document published priof to the intemational filing date but
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"T" later document published after the internatlonal filing date

or priority date and not In condlict with the application but
clted to understand the principle or theory undertying the
Iaventicn

X" document of paricular relevance; the claimed invention

cannot be considered novel or cannot be considered to
involve an inventive step when the document is 1aken alone

*Y" document of particular relevance; the claimed invention

cannct be considered to involve an inventive step when the
documant is combined with one or more other such docu-
Irne'l_'llts., such combxination being obvious toa person skilled
in the art.

*&" documant member of the same patent family

Date of the achial completion of the Intematlonal search
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Date of mailing of the intemational search report
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the whole document
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FURTHER INFORMATION CONTINUED FROM PCTASA! 21(Q

Continuation of Box II.2

Claims Nos.: 1-80(partially)

The large number of ¢laims on file (80) and their structure (30
independent) render it difficult, if not impossible, to determine the
matter for which protection is sought. Hence, the present apptication
fails to comply with the clarity and conciseness requirements of PCT
Article 6 (see also PCT Rule 6.1{a)) to such an extent that a meaningfu?
search on the basis of the claims is impossible. Consequently, the search
can be carried out (see also Lack of Unity) for those parts of the
application which do appear to be clear and concise, namely the Examples
in pages 24-35 and a generalization based on the current claims, which
covers: - Methods for diagnosing an increased risk of deveioping
secondary autoimmunity following lymphocyte depletion in multiple
sclerosis patients, said methods comprising measuring the IL-21 levels in
a blood sample from the patient; kits comprising antibodies for carrying
out said methods; therapeutic use of lymphocyte depleting antibodies
anti-CD52 in patient populations identified by said methods; therapeutic
use of IL-21 antagonists for treating or preventing secondary
autoimmunity following 1ymphocyte depletion in multiple sclerosis
patients. — Methods for diagnosing an increased risk of developing
secondary autoimmunity following lymphocyte depletion in multiple
sclerosis patients, said methods comprising detecting at least one of the
SNPs defined by rs13151961, rs6822844 and rs6840978; kits comprising
nucleic acid probes for carrying out said metheds; therapeutic use of
1ymphocyte depieting antibodies anti-CD5Z in patient populations
identified by said methods. - Methods for assessing T cell responsiveness
to treatment with a lymphocyte depleting therapy by measuring caspase-3
levels in a sample obtained from a patient. The applicant’s attention is
drawn to the fact that claims relating to inventions in respect of which
ne international search report has been established need not be the
subject of an international preliminary examination (Rule 66.1(e) PCT).
The applicant is advised that the EPO policy when acting as IPEA is
normally not to carry out a preliminary examination on matter which has
not been searched. This 1s the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure.

The applicant’s attention is drawn to the fact that c¢laims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1{e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normaily not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter Il procedure. IT the application proceeds infe the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPD Guideline C-VI, 8.2),
should the problems which Ted to the Article 17{2) declaration be
overcome.
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Intemational application No.
INTERNATIONAL SEARCH REPORT PCT/182009/007327
BoxNo. Il  Obgservations where cerlain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. D Claims Nos.:

because they relate to subject matter not required 1o be searched by this Authority, namaly:

2. [X] claims Nos.: 1-80(partially)
because they relate to parts of the imemational application that do not comply with tha preseribed reguirements to such
an axten that no meaningful intamational search ¢an be camied out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3 |:I Clalms Nos.:
because they are depandsnt claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Ho. Il Observations where unity of invention is lacking {(Continuation of Item 3 of first sheet)

This Intemational Searching Authority found muliple inventions in this international application, as follows:

see additional sheet

1, |:| As all required additional search feas were timaly paid by the applicant, this international search report covers all searchable
chalims.

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

3. As only some of the required additional search fees were timely paid by the applicant, this intemational search repor: covers
only those claims for which feas ware paid, specifically claims Nos

4, Lx__| No required additional search fees were timely paid by the applicant. Gonsequently, this imemational search raport is
restricted 1o the invention first mentioned in the claims; i is covered by claims Nos.:

1-58, 64-80{all partially)

Remark on Protest I:' The additional search feas were accompaniad by the appficants prolest and, where applicable, the
paymant of a protest fee.

|:| The additional search fees were accompanied by the applicant's pratest but the applicable protest
fes was not paid within the time limit specified in the invitation.

D No pratest accompanied the payment of additlonel search fees.

Form PCT/ABA/210 (conlinuation of first sheet (2)) (April 2005)



(47) JP 2012-504954 A 2012.3.1

International Application No. PCT/IB2009 /007327

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 91(

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-58, 64-80(all partially}

Methods for diagnosing an increased risk of developing
secondary autoimmunity following 1ymphocyte depletion in
muttiple sclerosis patients, said methods comprising
measuring the IL-21 levels in a blood sample from the
patient; kits comprising antibodies for carrying out said
methods; therapeutic use of lymphocyte depleting antibodies
anti-CD52 in patient populations identified by said methods;
therapeutic use of IL-21 antagonists for treating or
preventing secondary autoimmunity following 1ymphocyte
depletion in multiple sclerosis patients.

1.1. claims: 1-58, 64-80(all partially)

Methods for diagnosing an increased risk of developing
secondary autoimmunity following lymphocyte depietion in
multiple sclerosis patients, said methods comprising
detecting at least one of the SNPs defined by rsl13151961,
rs6822844 and rs6840978; kits comprising nucleic acid probes
for carrying out said methods; therapeutic use of lymphocyte
depleting antibodies anti-CD52 in patient populations
identified by said methods.

2. claims: 59-63(partially)

Metheds for assessing T cell responsiveness to treatment
with a 1ymphocyte depleting therapy by measuring caspase-3
levels in a sample obtained from a patient.
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