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MENDEL D B ET AL: "The angiogenesis
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CANCER RESEARCH. DEC 2000,

vol. 6, no. 12, December 2000 (2000-12),
pages 4848-4858, XP002319665

ISSN: 1078-0432

* page 4850, left-hand column *

* page 4853, right-hand column *

* page 4856, left-hand column, paragraph 4
%

VINCENT P W ET AL: "Anticancer efficacy
of the irreversible EGFr tyrosine kinase
inhibitor PD 0169414 against human tumor
xenografts."

CANCER CHEMOTHERAPY AND PHARMACOLOGY.
2000,

vol. 45, no. 3, 2000, pages 231-238,
XP002319666

ISSN: 0344-5704

* figure 2 *

1-12

1,2,5-8,
11,12

TECHNICAL FIELDS
SEARCHED (Int.CL.7)

page 2 of 3



—

EPO FORM 1503 09.98 (P04C26)

D)

SUPPLEMENTARY

European Patent PARTIAL EUROPEAN SEARCH REPORT

Office

Application Number

EP 02 71 9386

DOCUMENTS CONSIDERED TO BE RELEVANT

Category

Citation of document with indication, where appropriate,
of relevant passages

Relevant
o claim

CLASSIFICATION OF THE
APPLICATION (Int.CL7)

P, X

CHRISTENSEN J G ET AL: "High levels of
HER-2 expression alter the ability of
epidermal growth factor receptor (EGFR)
family tyrosine kinase inhibitors to
inhibit EGFR phosphorylation in vivo."
CLINICAL CANCER RESEARCH : AN OFFICIAL
JOURNAL OF THE AMERICAN ASSOCIATION FOR
CANCER RESEARCH. DEC 2001,

vol. 7, no. 12, December 2001 (2001-12),
pages 4230-4238, XP009044605

ISSN: 1078-0432

* page 4232, left-hand column, last
paragraph - page 4232, right-hand column,
paragraph 1 *

SEPP-LORENZINO L ET AL: "A Novel Orally
Bioavailable Inhibitor of Kinase Insert
Domain-Containing Receptor Induces
Antiangiogenic Effects and Prevents Tumor
Growth in Vivo"

CANCER RESEARCH 15 JAN 2004 UNITED STATES,
vol. 64, no. 2,

15 January 2004 (2004-01-15), pages
751-756, XP001205456

ISSN: 0008-5472

* page 752, left-hand column *

1,2,5-8,
11,12

TECHNICAL FIELDS
SEARCHED (Int.C1.7)

page 3 of 3



.o)) European Patent LACK OF UNITY OF INVENTION Application Number
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The Search Division considers that the present European patert application does not comply with the
requirements of unity of invention and relates to severalinventions or groups of inventions, namely:

1. claims: 1-12

In-vivo method for determining inhibition of a specific
kinase receptor in which the compound is administered to a
non-human test animal the concentration of the compound is
determined in a blood or plasma sample and the
phosphorylation of the kinase receptor is determined in a
blood or tissue sample. The phosphorylation inhibition as a
function of the plasma concentration indicates the
inhibitory effect of the compound.

2. claims: 13-17

Method for predicting the in-vivo IC50 of a compound in a
second species in which in-vitro enzymatic IC50 for a first
and a second species is measured and an in-vitro cellular or
kinase receptor IC50 of the first species is measurede and
multiplying the values.

The claimed subject-matter contain two entirely different methods of
predicting the in-vivo inhibitory effects of a test compound. The first
method concerns an-vivo method taking samples from the test animal
whereas the second method employs enzymatic and cellular methods. Thus,
the only common concept is that the methods concern the prediction of the
in-vivo inhibitory effects of a test compound on a kinase receptor.

However, this is a purpose of most methods studying the effects of
potential therapeutic compounds (see eg the document "Pollack et al., J.
Pharm. Exp. Therap., vo1.291, p.739-748, (1999)" which disclose an
in-vivo based method for determining the inhibitory effect of CP-358,774
which is an inhibitor of EGF receptor tyrosine kinase. Thus, the common
concept 1s not novel and the claimed subject-matter is considered to
contain two independent and separate inventions which are not linked by a
common patentable concept.
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