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w (57) Abstract: IgG and IgM autoantibody levels against phosphorylcholine in subjects with hypertension (diastolic pressure >95
mmHg) were determined at baseline in order to determine the importance of antibodies for the development of atherosclerosis. The
— results show that increases in intima-media thickness (IMT) at a follow-up four years after baseline were significantly less prevalent
& in subjects having high autoantiboides particularly high IgM autoantibodies, to phosphorylcholine. The presence or absence of au-
w={ toantibodies, particularly IgM autoantibodies, against phosphrylcholine is thus related to an increased or decreased risk of developing
m ischemic cardiovascular diseases. A method to determining antibodies, particularly IgM antibodies, toward phosphorylcholine is
& proposed in this invention to identify subjects at risk of developing ischemic cardiovascular diseases. Animal experiments show that
& medium to high levels of antibodies, particularly IgM antibodies, can be detected in plasma after active immunization with a keyhole
o limpet hemocyanin (KLLH-phosphorylcholine conjugate. A pharmaceutical composition comprising a phosphorylcholine conjugate
(active immunization) or an antibody preparation, for example a monoclonal antibody, with specificity to a phosphorylcholine con-
jugate (passive immunization) is proposed and the use of these compositions as active or passive immunogen is the treatment or
prevention of atheroscleoris.
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1. Claims Nos.:

because they relate to subject matter not required to be searchad by this Authority, namely:

Although claim 9 is directed to a method of treatment of the human/animal
body, a search has been carried out, based on the alleged effects of the
compound/composition.

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 Internationat Search can be carrled out, specifically:

3. D 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 Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found mulliple inventions in this international application, as follows:

see additional sheet

1. As all required additional search fees were timely paid by the applicant, this international Search Report covers all
searchable clalms.

2. D As all searchable clalms could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. D As only some of the required 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. [:I 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.

No protest accompanied the payment of additional search fees.
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-3 and 9 in part, and 4-8

Use of a phosphorylicholine conjugate 4n the treatment of
atherosclerosis or related disease; and corresponding method
of prophylactic or therapeutic treatment.

2. claims: 1-3 and 9 in part

Use of an antibody specific for a phosphorylcholine
conjugate in the treatment of atherosclerosis or related
disease, and corresponding method of prophylactic or
therapeutic treatment.

3. claims: 10-15

Method of djagnosing the presence or absence of IgM or IgG
antibodies as defined in these claims.

4. claim: 16

Use of a phosphorylcholine conjugate for assessing a
patient’s risk of developing or progression of ischemic
cardiovascular disease as defined in this claim.
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