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(57) Abstract: The invention relates to PCR-based clonality studies for among others early diagnosis of lymphoproliferative disor-
ders. Provided is a set of nucleic acid amplification primers comprising a forward primer, or a variant thereof, and a reverse primer, or
& avariant thereof, capable of amplifying a rearrangement selected from the group consisting of a VH-JH IGH rearrangement, a DH-JH
& IGH rearrangement, a VK-JK IGK rearrangement, a VK/intron-Kde IGK rearrangement, a VA-JA IGL rearrangement, a VB-J3 TCRB
O rearrangement, a DB-J8 TCRB rearrangement, a Vy-Jy TCRG rearrangement, a V8-J§ TCRD rearrangement, a D3-D§ TCRD re-
arrangement, a D3-J6 TCRD rearrangement, a V3-D& TCRD rearrangement, or a translocation selected from t(11;14)(BCL1-IGH)
and t(14;18)(BCL2-IGH). The primers can be used in PCR-based clonality studies for early diagnosis of lymphoproliferative disor-
ders and detection of minimal residual disease (MRD). Also provided is a kit comprising at least one set of primers of the invention.
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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:
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Claims Nos.:
because they relate to subject matter not required to be searcned by this Authority, namely:

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 International Search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 8.4(a).

Box Il

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

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

1. [:]

™

3. [:]

see additional sheet

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

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

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, No required additional search fees were timely paid by the applicant. Cansequently, this International Search Report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
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Remark on Protest D 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 appli "tion, as follows:

Invention 1: claims 1,20,21,37-42 (partially)

Invention

Invention

Invention

Invention

Invention

Inventijon

A set of primers comprising primers binding to FR1 and one
primer binding to JH (tube A in Fig.3B). Method and kit for
use in amplification and detection of rearrangements.

: claims 1,20,21,37~42 (partially)

A set of primers comprising a forward primer binding to FR2
and a reverse primer binding to JH (tube B in Fig 3B).
Method and kit for use in amplification and detection of
rearrangements.

. claims 1,20,21,37-42 (partially)

A set of primers comprising a forward primer binding to FR3
and a reverse primer binding to JH (tube C in Fig 3B).
Method and kit for use in amplification and detection of
rearrangements.

: claims 2,22 (completely), 20,37-42 (partially)

A set of primers wherein the forward primer is selected from
DH primers and the reverse primer is the JH conservative
primer shown in Fig 4A. Method and Kit for use in
amplification and detection of rearrangements.

: claims 3-4,23-24 (completely), 20,37-42 (partially)

A set of primers wherein the forward primer is selected
from Vkappa or INTR primers and the reverse primer is a
Jkappa primer shown in Fig 5B. Method and kit for use in
amplification and detection of rearrangements.

: claims 5,25 (completely), 20,37-42 (partially)

A set of primers wherein the forward primer is selected from
the Vliambda primers shown in Fig.6B and the reverse primer
is the Jlambda primer shown in Fig.6B. Method and kit for
use in amplification and detection of rearrangements.

7: claims 6,20,26,37-42 (partially)




FURTHER INFORMATION CONTINUED FROM PCTASA/ 21(

Invention 8:

A set of primers comprising a forward primer binding to V 2
and a reverse primer selec*2d from the J A and J B primers
shown in Fig 7B. Method and kit for use in amplification and
detection of rearrangements.

claims 6,20,26,37-42 (partially)

A set of primers comprising a forward primer binding to V 4
and a reverse primer selected from the J A and J B primers
shown in Fig 7B. Method and kit for use in amplification and
detection of rearrangements.

Inventions 9-25: claims 6,20,26,37-42 (partially)

Each invention concerns a set of primers comprising a
forward primer binding to one of Vbetab etc to Vbeta24 and a
reverse primer selected from the JbetaA and JbetaB primers
shown in Fig 7B. Method and kit for use in amplification and
detection of rearrangements.

_Invention 26: claims 7,27 (completely), 20,37-42 (partially)

A set of primers comprising a forward primer binding to
Dbeta and a reverse primer selected from the JbetaA and
JbetaB primers shown in Fig 7B. Method and kit for use in
amplification and detection of rearrangements.

Invention 27: claims 8,28 (completely), 20,37-42 (partially)

A set of primers comprising a forward primer binding to
Vgamma and a reverse primer selected from the Jgamma
primers shown in Fig 8B. Method and kit for use in
amplification and detection of rearrangements.

Invention 28: claims 9-12,29-32 (completely), 20,37-42 (partially)

A set of primers capable of amplifying TCRD rearrangements
comprising a forward primer and a reverse primer binding to
Vdelta, Ddelta or Jdelta shown in Fig 9B. Method and kit
employing the primers for use in amplification and detection
of rearrangements.

Invention 29: claims 13,33 (completely), 20,37-42 (partially)

A set of primers comprising a forward and a reverse primer
binding to BCL1/MTC as shown in Fig.10A. Method and kit
employing the primers for use in amplification and detection
of rearrangements.
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Invention 30: claims 14,34 (completely ™, 20,37-42 (partially)

A set of primers comprising a forward primer binding to MBR
and a reverse primer binding to the JH consensus sequence as
defined in Fig.l1A. Method and kit employing the primers for
use in amplification and detection of rearrangements.

Invention 31: claims 15 (completely), 35-36 (partially)

Sets of primers for amplification of human TBXAS1, RAG1,
PLZF and exon3 and exon 11 of AF4 as defined in Fig.12A and
method of using the primers for assessing the quality of a
DNA sampie.

Invention 32: ciaims 16 (completely), 35-36 (partially)

Sets of primers for amplification of human RAGL as defined
in Fig.12A and method of using the primers for assessing the
quality of a DNA sample.

Invention 33: claims 17 (completely), 35-36 (partially)

Sets of primers for amplification of human PLZF as defined
in Fig.12A and method of using the primers for assessing the
quality of a DNA samp]e

Invention 34: claims 18-19 (completely), 35-36 (partially)

Sets of primers for amplification of exon3 and exon 11 of
human AF4 as defined in Fig.12A and method of using the
primers for assessing the quality of a DNA sample.
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