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enzynmes which split peptides. They are expressed by different types of
cells. Their nol ecular function is, anongst others, the degradation of

bi ol ogi cal | yE8eRIpFIERPt | des. Additional physiological is functions of

am nopept i . Inparticular their cellular functions, have not been
fully established as yet. Recent research has shown that am nopeptidase
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al so pr #veninhipgor aetinghinearobingtion withrthe &t least onej amingpentidass nbikitoed i n
this prior art publication that bestatin does not have any influence on
tumor cell adhesion or on the migration to the extracellular matrix. 30 In
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am nopeptidase inhibitor as well as a nethod for identifying at |east one
additional inhibitor acting in conbination with the at | east one

am nopepti dase inhibitor. 5 One of these objects is acconplished by a
utilization of at |east one am nopeptidase inhibitor for the production of
a medi cation used in the treatnment of tunor di seases and/or imune di seases

o o, o, o o e o - o o - B Y



The' net hod may furthernore conprise another step in which the at |east s
one identified inhibitor or a conbination of the at |east one identified

i nhibitor and the at | east one am nopeptidase inhibitor is added to at

| east one polarizing tunor cell and/or i ne cell, and the further

devel opment of the at |east one polarizifg tunor cell and/or inmmne cell is
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with the at | east one am noge ptidase inhibitor an or th | east one
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are described with reference to a drawing figure, anpbngst others. io The
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V1 and V2 of Karpas cells were formed, with the cells of group V1 renaining
untreated, while the cells of group V2 were treated with actinonin. Table 2
lists those surface protein conmbinations which are present both in the
actinonin-treated cells and in the untreated cells. However, this table and
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Especially, besides the modification of CD13, at least one aminopep-
tidase inhibitor and/or at least one additional inhibitor may cause a modification
of at least one further surface protein of the tumor cells and/or immune cells
which is responsible for adhesion to endothelial cells and/or extracellular struc-

20 tures, in particular to organ-specific endothelial cells and/or to organ-specific
extracellular structures. At least one aminopeptidase inhibitor and/or at least
one additional inhibitor may also cause a modification of the adhesive functions
of endothelial cells. In this way, any binding of the tumor cells and/or immune
cells to the endothelial cells can be prevented, which is imperative to the

25  polarization. In order to specifically prevent an invasion of a certain organ or
migration within such organ, those aminopeptidase inhibitors or additional
inhibitors may be used which will specifically block any binding to the organ-
specific endothelial cells and/or the organ-specific extracellular structures.

30 It is furthermore considered particularly advantageous if the expression
of at least one surface protein, in particular an adhesion molecule, can be
influenced by at least one aminopeptidase inhibitor and/or by at least one
additional inhibitor.
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In a next step, these or similar tumor cells and/or immune cells are treated with
at least one aminopeptidase inhibitor. Subsequently, the surface protein
combinations of the protein network which are on the surface of the treated
tumor cells and/or immune cells are detected and compared with the surface
protein combinations of the protein network which are on the surface of the
untreated tumor cells and/or immune cells. if there is a divergence in that there
is at least one modification of the surface protein CD13, the at least one
aminopeptidase inhibitor will cause blocking of polarization of the tumor cells

and/or immune cells.

In an additional step, the at least one identified aminopeptidase inhibitor
may be added to at least one polarizing tumor cell and/or immune cell, and the
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protein network which are on the surface of the untreated tumor cells and/or
immune cells, are first of all detected, whereby the protein network comprises
up to 30 surface proteins from a group of the composition already set out
above. These or similar tumor cells and/or immune cells are treated with at
least one potential inhibitor, and the surface protein combinations of the protein
network which are on the surface of the treated tumor cells and/or immune cells
are detected. Subsequently, the detected surface protein combinations are
compared, and, if there is a divergence in that there is at least one maodification
of a surface protein, the at least one inhibitor will be suitable for blocking
polarization of the tumor cells and/or immune cells.

In addition to being treated with the at least one inhibitor, the or the
identical tumor cells and/or immune cells may also be treated with at least one
aminopeptidase inhibitor, whereby the combination of the at least one inhibitor
and the at least one aminopeptidase inhibitor will cause blocking of polarization
of the tumor cells and/or immune cells, if there is a divergence in the surface
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)specmc endothelial cells and/or to the organ-specific extracellular structures is
detected, and in which the detected bindings are compared.

Principally, detecting of the surface protein combinations may comprise
20 procedural steps of an automated method for determining molecular classes,
molecular groups or molecular parts in a solid or liquid object according to DE
197 09 348 C. In these steps, surface proteins may be examined and
measured in one and the same object, i.e. in a sample of immune cells and/or
tumor cells for example, by sequentially applying reagent solutions Yn (n=

25 1,2,3,..N) by means of an automated apparatus, said procedural steps being:

I taking a first reagent solution Y1 from a vessel containing the reagent
solution,
I. applying said reagent solution Y1 to the object which is on an object
30 slide,
lll.  allowing the reagent solution to react for an automatically set period
of time,
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&0- ’?yAyEyC%;LI}/é/t%/eSs X\%%'Za/‘)s/gzgr:trlol 13?2/83 %ar(1 Bel c%?r%z)d out( )by passing immune cells
(lymphocytes) and/or tumor cells in the form of a continuous cell flow in a
special apparatus described in DE 199 32 158 A over at least one sample with
the defined structures. While, if the cells were not treated with the at least one
25  aminopeptidase inhibitor and/or the at least one additional inhibitor, the cells
should bind to the defined structures, after treatment of the cells with the at
least one aminopeptidase inhibitor and/or the at least one additional inhibitor,
however, there will not be any binding, or reduced binding only, to said

structures. The sample may for example consist of an organ tissue section.

30

Further features and advantages of the invention may be gathered from
the examination results listed in the following, which are described with

reference to a drawing figure, amongst others.
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The proteins are continuously numbered 1 to 18, with the nomenclature

being notable from table 1.
20

Table 1

1. CD2 2.CD3 3. CD4 4.CD8 5. CD16 6. CD56
25
7. CD57 8. CD26 9. CD38 10. CD71 11. HLA-DR 12. HLA-
DQ
13. CD11b  14. CD45RA 15. CD7 16. CD62L 17.CD36  18.CD19

30 The cell numbers stated in tables 2 to 4 refer to each 1,000 cells
examined in groups V1 and V2. Table 2 lists a total number of 203 different
protein combinations.
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shows the normal cellular process of tumor cell polarization. By in vitro life
imaging it is recorded how a sarcoma cell polarizes from a primarily spherical
cell shape, forming 3 cell extensions (tripolar cell shape) and subsequently

20  specific involution of only one of said three extensions (white arrow at 360 min).
The definition of a longitudinal axis is a prerequisite for the subsequent cell
migration. It is shown in (I1) that the application of a selective target inhibitor, in
this case a monoclonal antibody, against an extracellular domain of CD13
(black arrow) will completely prevent cell polarization. The cell will become

25 spherical and highly adhesive, which is notable from a comparison of a
photographic image of the inhibited cell (il) after 480 min and a photographic
image of the non-inhibited cell (I) after 480 min (1).

Similar results are obtained if actinonin or bestatin are used as target
30 inhibitors.
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'Protein code= binary code per line
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c) detecting said surface protein combinations of the protein network which are
on the surface of the treated tumor cells and/or immune cells; and

d) comparing the surface protein combinations detected in steps a) and c),
whereby the at least one aminopeptidase inhibitor, if there is a divergence of the
surface protein combinations detected in step a) from the surface protein
combinations detected in step ¢) in that there is at least one modification of
surface protein CD13, will cause blocking of polarization of said tumor cells

and/or immune cells.

2. The method as claimed in claim 1
characterized in that
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a) detecting surface protein combinations of a protein network which are on the
surface of the untreated tumor cells and/or immune cells, whereby the protein
network comprises up to 30 surface proteins from a group consisting of

1. CD4 2.CD8 3. HLA-DR 4. HLA-DQ 5.CD3

6. CD26 7.CD38 8. CD45RA 9.CD16 10. CD57
11.CD56  12. CD7 13.CD5%4 14.CD58  15.CD138
16.CD13  17.CD62L 18.CD71  19.CD11b 20. CD36
21.CD29 22.CD49d 23.CD18  24.CD49of 25.CD19
26. CD2 27.CD20 28.CD10 29.CD44  30. CD8O0;

b) treating said or similar tumor cells and/or immune cells with at least one
potential inhibitor which is not directed against an aminopeptidase;
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