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(57) Abstract

Cells are genetically modified to expresss a luminophore, e.g., a modified (F64L, S65T, Y66H) Green Fluorescent Protein (GFP,
EGFP) coupled to a component of an intracellular signalling pathway such as a transcription factor, a cGMP- or cAMP-dependent protein
kinase, a cyclin—, calmodulin— or phospholipid—dependent or mitogen-activated serine/threonin protein kinase, a tyrosine protein kinase, or
a protein phosphatase (e.g. PKA, PKC, Erk, Smad, VASP, actin, p38, Jnkl, PKG, IkappaB, CDK2, Grk5, Zap70, p85, protein-tyrosine
phosphatase 1C, StatS, NFAT, NFkappaB, RhoA, PKB). An influence modulates the intracellular signalling pathway in such a way that
the luminophore is being redistributed or translocated with the component in living cells in a manner experimentally determined to be
correlated to the degree of the influence. Measurement of redistribution is performed by recording of light intensity, fluorescence lifetime,
polarization, wavelength shift, resonance energy transfer, or other properties by an apparatus consisting of e.g. a fluorescence microscope
and a CCD camera. Data stored as digital images are processed to numbers representing the degree of redistribution. The method can be
used as a screening program for identifying a compound that modulates a component and is capable of treating a disease related to the
function of the component.
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see abstract
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see the whole document
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see the whole document
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see the whole document

A WO 94 23039 A (CANCER RES INST ROYAL
;MARSHALL CHRISTOPHER JOHN (GB):; ASHWORTH
AL) 13 October 1994

see the whole document

1-40,44,
64-72

1-40,44,
64-72

1,40,43,
45

40,42

44

1-84,87,
88

Form PCT/ISA/210 (continuation of second sheet) (July 1992)

page 4 of 4




Ir. ational application No.

INTERNATIONAL SEARCH REPORT PCT/DK 98/00145

Boxl 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. Claims Nos.:

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

Although claims 83-84 and claim 87 relate to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition (Rule 39.1(iv} PCT - Method for treatment
of the human or animal body by therapy).

2. IE Claims Nos.: 85 86

because they relate to parts of the International Application that do not comply with the prescribed requnrements to such
an extent that no meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

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 2 of first sheet)

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

see additional sheet

—

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

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

w

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 The additional search fees were accompanied by the applicant's protest.

I:] No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992)
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FURTHER INFORMATION CONTINUED FROM PCT/ASA/ 210

FCIaims Nos.: 85,86

The subject-matter (compounds per se) is solely characterised in claims
85 and 86 by the result to be achieved, no support of a technical
character is derivable from the description for the technical formulation
of the subject of the search, accordingly no scope of a search could be
defined and a meaningfull search is hence not possible.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

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

1. Claims: Partially: 1-43, 46, 59-82 and 88; Entirely: 47,
49, 53-57

Methods for extracting information from influences on a
1iving cell involving observing spatial redistribution or
modulation of a luminophore linked to a biologically active
molecule, in particular to a molecule involved in
intracellular signalling pathways, nucleic acids encoding
fusion proteins comprising bothe the luminophore and the
biological active molecule, cells containing and expressing
these nucleic acids, as well as methods and apparatuses
involving above products, inso far as related to the

biologically active protein being serine/threonine protein
kinases

2. Claims: Partially: 1-41, 43, 59-82 and 88; Entirely: 48

Methods for extracting information from influences on a
living cell involving observing spatial redistribution or
modulation of a luminophore linked to a biologically active
molecule, in particular to a molecule involved in
intracellular signalling pathways, nucleic acids encoding
fusion proteins comprising bothe the luminophore and the
biological active molecule, cells containing and expressing
these nucleic acids, as well as methods and apparatuses
involving above products, inso far as related to the
biologically active protein being to tyrosine kinases

3. Claims: Partially: 1-43, 46, 59-82 and 88; Entirely: 50, 51

MMethods for extracting information from influences on a
living cell involving observing spatial redistribution or
modulation of a luminophore linked to a biologically active
molecule, in particular to a molecule involved in
intracellular signalling pathways, nucleic acids encoding
fusion proteins comprising bothe the Tuminophore and the
biological active molecule, cells containing and expressing
these nucleic acids, as well as methods and apparatuses
involving above products, inso far as related to the
biologically active protein being to cAMP dependent protein
kinases.

4, Claims: Partially: 1-43, 46, 59-82 and 88; Entirely: 52
MMethods for extracting information from influences on a

living cell involving observing spatial redistribution or
modulation of a luminophore linked to a biologically active

page 1 of 2
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

molecule, in particular to a molecule involved in
intracellular signalling pathways, nucleic acids encoding
fusion proteins comprising bothe the Tuminophore and the
biological active molecule, cells containing and expressing
these nucleic acids, as well as methods and apparatuses
involving above products, inso far as related to the
biologically active protein being cGMP dependent protein
kinases

5. Claims: Partially: 1-43, 59-82 and 88; Entirely: 58

Methods for extracting information from influences on a
living cell involving observing spatial redistribution or
modulation of a Tuminophore linked to a biologically active
molecule, in particular to a molecule involved in
intracellular signalling pathways, nucleic acids encoding
fusion proteins comprising bothe the Tuminophore and the
biological active molecule, cells containing and expressing
these nucleic acids, as well as methods and apparatuses
involving above products, inso far as related to the
biologically active protein being protein phosphatases

6. Claims: Partially: 1-41, 43, 59-82 and 88; Entirely: 44

Methods for extracting information from influences on a
living cell involving observing spatial redistribution or
modulation of a luminophore linked to a biologically active
molecule, in particular to a molecule involved in
intracellular signalling pathways, nucleic acids encoding
fusion proteins comprising bothe the luminophore and the
biological active molecule, cells containing and expressing
these nucleic acids, as well as methods and apparatuses
involving above products, inso far as related to the
biologically active protein being to transcription factors

7. Claims: Partially: 1-41, 43, 59-82 and 88; Entirely: 45

Methods for extracting information from influences on a
living cell involving observing spatial redistribution or
modulation of a Tuminophore linked to a biologically active
molecule, in particular to a molecule involved in
intracellular signalling pathways, nucleic acids encoding
fusion proteins comprising bothe the Tuminophore and the
biological active molecule, cells containing and expressing
these nucleic acids, as well as methods and apparatuses
involving above products, inso far as related to the
biologically active protein being to proteins associated
with the cytoskeletal network

page 2 of 2




INTERNATIONAL SEARCH REPORT

Information on patent family members

In. .oational Application No

PCT/DK 98/00145

Patent document Publication Patent family Publication
cited in search report date member(s) date
WO 9711094 A 27-03-1997 AU 4482996 A 09-04-1997
CA 2232727 A 27-03-1997
EP 0851874 A 08-07-1998
WO 9101305 A 07-02-1991 AU 6054590 A 22-02-1991
CA 2064766 A 23-01-1991
EP 0484369 A 13-05-1992
JP 5501862 T 08-04-1993
us 5683888 A 04-11-1997
WO 9507463 A 16-03-1995 us 5491084 A 13-02-1996
AU 694745 B 30-07-1998
AU 7795794 A 27-03-1995
CA 2169298 A 16-03-1995
EP 0759170 A 26-02-1997
JP 9505981 T 17-06-1997
W0 9623898 A 08-08-1996 AU 4483096 A 21-08-1996
CA 2217700 A 08-08-1996
EP 0815257 A 07-01-1998
WO 9603649 A 08-02-1996 AU 3146095 A 22-02-1996
CA 2195629 A 08-02-1996
EP 0772773 A 14-05-1997
JP 10503369 T 31-03-1998
WO 9720931 A 12-06-1997 AU 1283497 A 27-06-1997
CA 2239951 A 12-06-1997
W0 9730074 A 21-08-1997 AU 2272397 A 02-09-1997
WO 9802571 A 22-01-1998 AU 3801997 A 09-02-1998
WO 9830715 A 16-07-1998 AU 5090498 A 03-08-1998
WO 9423039 A 13-10-1994 AU 677834 B 08-05-1997
AU 6382394 A 24-10-1994
EP 0703984 A 03-04-1996
JP 9501302 T 10-02-1997
AU 696939 B 24-09-1998
AU 1586195 A 29-08-1995
CA 2182967 A 17-08-1995
EP 0742827 A 20-11-1996
Wo 9521923 A 17-08-1995
JP 9508795 T

09-09-1997

Form PCT/ISA/210 (patent family annex) (July 1992)



	BIBLIOGRAPHY
	SEARCH_REPORT

