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(57) Abstract: The present invention relates to a nucleic acid molecular structure representing the Rhesus genes locus comprising
the RHD, SMP1 and RHCE genes and/or the Rhesus box(es), preferably the hybrid Rhesus box, the upstream Rhesus box and/or
the downstream Rhesus box. Furthermore, the invention relates to a process for the specific detection of the common RHD negative
haplotypes. The invention further relates to the detection of RHD positive haplotypes in D-negative individuals. Various mutations in
the RHD gene have been identified that allow for the development of diagnostic tools. The invention also relates to oligonucleotides,
that specifically hybridize to the hybrid box, preferably the breakpoint or breakpoint region or to the upstream and downstream
Rhesus boxes. Additionally, the invention relates to kits comprising or employing the above recited compounds of the invention.
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Box ! Observations where certain claims were found unsearchable (Continuation of item 1 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:

2_[?] Claims Nos.: 1-95, 98-100 partially and 96, 97 completely.

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:

see FURTHER INFORMATION sheet PCT/ISA/210

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 Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

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

see additional sheet

As a resuit of the prior review under R. 40.2(e) PCT,
no additional fees are to be refunded.

oy

. m As all required additional search fees were timely paid by the applicant, this International Search Report covers all
searchable claims.

n

As all searchable claims 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. 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 The additional search fees were accompanied by the applicant's protest.

D 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: 2-5, 36-38, 96, 97 completely and 1, 35, 40-45, 48,
50-61, 67-75, 77, 79-83, 98 partially

A nucleic acid molecular structure, representative of the
common RHD negative haplotypes, comprising SMP1 and RHCE and
the hybrid Rhesus box; vectors and hosts comprising said
sequence; the use of said nucleic acid structure for the
analysis of the Rhesus D phenotype and a process to
specifically detect a RHD negative hapiotype by utilizing
the SMP1 gene and the Rhesus boxes, preferably the hybrid
Rhesus box

2. Claims: 6-34, 39, 46, 47, 49, 62-66, 76, 78, 84-95, 99,
100 completely and 1, 35, 40-45, 48, 50-61, 67-75,
77, 79-83, 98 partially

A nucleic acid molecular structure, representative of the
common RHD positive haplotypes, comprising RHD, SMP1 and
RHCE and the upstream and downstream Rhesus boxes; vectors
and hosts comprising said structure; the use of said nucleic
acid structure for the analysis of the Rhesus D phenotype
and a process to specifically detect a RHD negative
haplotype; a method of producing a protein product of the
RHD gene; an antibody or aptamer binding to said protein; a
method for determining said protein; a method for
characterizing monoclonal or polyclonal antisera; a method
for identifying an antibody Vh or V1 chain and a process to
determine the presence of antigen C.
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Claims Nos.: 1-95, 98-100 partially and 96, 97 compietely.

Present claim 1-5 and all the claims referring thereto relate to an
extremely large number of possible nucleic acid structures. Support
within the meaning of Article 6 PCT and/or disclosure within the meaning
of Article 5 PCT is to be found, however, for only a very small
proportion (i.e. only one) of the structures ctaimed. In the present
case, the claims so lack support, and the application so lacks
disclosure, that a meaningful search over the whole of the claimed scope
is impossible. Consequently, the search has been carried out for those
parts of the claims which appear to be supported and disclosed, namely
those parts relating to the upstream, downstream and hybrid Rhesus boxes,
te sequence of which is represented by SEQ.ID’s 19, 20 and 18
respectively as well as to the use of those sequences or probes derived
therefrom for determining the Rhesus D haplotype and other uses of those
sequences identified in the claims relating to invention I.

Present claims 6-34 and claims referring thereto relate to an extremely
large number of possible nucleic acid structures. Support within the
meaning of Article 6 PCT and/or disclosure within the meaning of Article
5 PCT is to be found, however, for only a very small proportion (i.e.
only one) of the structures claimed. In the present case, the claims so
lack support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible. Consequently,
the search has been carried out for those parts of the claims which
appear to be supported and disclosed, namely those parts relating to the
subject-matter of claims 10-13.

Present claims 96 and 97 relate to an undefined number of possible SMP1
polymorhisms to determine RH haplotypes. Support within the meaning of
Article 6 PCT and/or disclosure within the meaning of Article 5 PCT is to
be found, however, for NONE of the polymorphisms. In the present case,
the claims so lack support, and the application so Tacks disclosure, that
a meaningful search over the whole of the claimed scope is impossible.
Consequently, NO the search has been carried out for those claims.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, 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 normally 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 II procedure.
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