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.AY% AF. A3. Al . A .A .AF5S. AF[. AY5. A@®. A2. Ay. Ay. A . A 9. A{ly#. Au. Al @A

, . A+9. A LS. AE.A ;0 “bcdhoqq A J

. T N I T T TR T . S T S TR TR - B T T . T T T T




"100F8(F& ()-' X"$100F8(F& ()-HHG HI 11J1VIXI JvU4) | #1098%/88& () -

£ 9° 10989988 ()- s$- 109B%WAB& () - 10F8( FLOF8( FLOF8(F 5 "10%; WAI

410%F8( F& () - JKWKKKbLL| [: vU4) Y3 1098%/B& () - (V&O%?/R/Q&‘gé oese ()-
@L09BWBE ()- #109BWBE ()-  YA09BYEBE ()- LLMYMVNVN [

Y@IL0YBWBE ()- $H109BUWB& ()- ##109B99B& ()- ss! 00/8%/8& ()
9109898B& (J- = 109B98BE& ()- VNNOOPPP|[:vU4) | 69409898BE& (

0#10939%9/3

i0veoseer (72 PR PR bsAT Eé‘%%é%%@‘b%‘)bg$J§f§‘9¥%@ﬁf&%%
$©@ 10%_>$L tetaforeonsadsto prectiezba@|l raig catisrdecespes (haQiaRirRiasionU4)

| 1094.>$L&' ()- &MLO%>$L& ()- yS10%>$L& ()- f 10%_>$L& () - 10%_>$L& () -
109%$&' () - STRPRSSTTU U [: vU4) ~1'110%>$L& ()- ~ SH$10% >$j & () -

S#$10% >$L& () -The Hilebtiorbis&hedeforel baska%br>tHelfi r(cl)ln that the very ammopeptldase

]@ég%;ﬁtg@é bdljfrsz%lm;%%@oa? i%glo)fﬂ;g& flfhe su'réce pro!'em QD13 as
1 @! 10%->$h1&n{t)er)@mﬁ@ é’p'é/YfW Hbové—bl@? néd @cﬁaﬁ)nebﬁork%?%ﬁd 30 suﬁé&/}%télhs

SH#10% & () -

109 ()-"
109& () -

109& () -

109& (
109&. (
109& (
109& (
109& (
109&. (
109& () -

109& () -

o
)
)
)
)

1 1 1 |O| 1

nL018 10% ()
Builyate op=ciselnipt 1y isbogel [ocele FooSHmReent seppip e fasion

"8

ot Wi st e e Bl T e R e Tiie ape
8thy@%xt(9mely8efim (med@m Aoztreating tuoeR dijeases 18960 )umrrameos
Bd%%%s()- 8 10%& ()-"8 10%& ()-"021Z273Z4Z5Zx\ @t T8 10%& () -

()-"8 10% ()-"kva oZ $[t526272879Z: Z; Z<Zt X<8 10%' (8
"8 10% ()-"8 10% ()-"8 10% ()-"t8 10% ()-"8 10% ()-"8

"<Z7=7> ZBZ |tX<8 109& 09%R8 109&' "8
5 100aT 8 Bk shasssahe ShopRpAS ARy 108 Behabe pObamPRBoRIGase
" 8inhibitsr (df thisvho@g I&bnrﬁmZWZZMf ZaclinBnin O4tkddorl B¥8tatin - ard/or an

1008 ) o, ol B s AU U LR Lottt

109%& ()5
109%&' () -
109 () -
109 () -
109& () -
109&' () -
109%& () -
109& (
109& (
109&' (
(

) -

)ze

) -
109%&' () -

25

30

" ZBESEENVIADPRLUME A8EiNrdudB tAE%aid ) effdelide ORedihdritsm, against the
" 7777777 9<B 1008 10%& () B 100& ()-8 100& ()-8 109@()-

- gassyimptions sz 2ub abevecdeading ta eymogification obibe surfage Rgigins) of e
8prjog%(ﬁ‘ ﬁ%ﬁvoﬁ?‘k L9Rh ( Lomphgee’ Trblaiid ]fRn@ ﬂﬂ@‘y‘gb@e rlﬁ\éﬁtl%ﬁ Idr8up.

7777277 32871008 '8 TOY&: 1008 (?

" SFQM"(O)'E 'Ftinonia, RB- 3mzmgmcm% aatlmdy&c(ope 8;11Dd%gj|re9:teu8

.58 %89%58@‘1% ot ‘?‘%”Pa@f%%f(c}@@%%ﬁ%%afu0@5’)%@%% ()-"8

8 10%& ()-"8 109%& ()-"8 10%& ()-"ZZ[[[[ [cC<8 10%va8 109& ()-"8
8 10%83 g?:e tﬁe aooove(lzienﬁ'e%io mnr@pep?dals%o mhgb}ltors [lgés[lées aﬁov%i%og/k%as
polarlzatlon of tumor cells, also effectively aid to suppress the polarization of immune
cells, use of the aminopeptidase inhibitors will allow the preparation of effective
medications for treating autoimmune diseases or rejections of transplanted organs or

allergies, in particular allergies of the respiratory tract.

Advantageously, at least one additional inhibitor may be used for the
production of the medication, which inhibitor will modify and/or inhibit at least one
surface protein that is not an aminopeptidase. The term inhibition in this case shall
refer to the general inhibition of the function of the at least one surface protein which
may also be brought about by an expression modification. By using an inhibitor -
combination, blocking of the polarization may be increased enormously. For
example, an antibody against CD45RA may be used as an additional inhibitor. This

very inhibitor will especially increase the effect of an aminopeptidase inhibitor as
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15 to the organ-specific endothelial cells and/or the organ-specific extracellular
structures.

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
20 least one aminopeptidase inhibitor and/or by at least one additional inhibitor.

One of the objects set out above is accomplished by a pharmaceutical
preparation which can be produced using at least one aminopeptidase inhibitor
and/or a combination of at least one aminopeptidase inhibitor and at least one

25 additional inhibitor as described above.

Furthermore, one of the above-mentioned objects is accomplished by a method
for identifying aminopeptidase inhibitors which will cause blocking of polarization of
invasive human or animal tumor and/or immune cells, in which method surface

30 protein combinations of a protein network are first detected 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 comprising

1. CD4 2.CD8 3. HLA-DR 4.HLA-DQ 5.CD3
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15
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 further
development of the at least one polarizing tumor cell and/or immune cell may be
detected in order to thus prove the actual blocking of polarization.
20
The method may furthermore comprise a control step in which binding of the
untreated tumor celis and/or immune cells to organ-specific endothelial cells and/or
organ-specific extracellular structures is detected, binding of the tumor cells and/or
immune cells treated with the at least one identified aminopeptidase inhibitor to the
25  organ-specific endothelial cells and/or the organ-specific extracellular structures is
detected and the detected bindings are compared. If reduced binding is detected in
case of the treated tumor cells and/or immune cells, polarization will be inhibited in a
particularly effective manner since an effective organ-specific adhesion will be
prevented.
30
One of the above objects is accomplished by a method for identifying inhibitors
which will cause blocking of polarization of invasive human or animal tumor cells
and/or immune cells, acting in combination with at least one aminopeptidase
inhibitor, in which method surface protein combinations of a protein network which
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15 tumor cells and/or immune cells, if there is a divergence in the surface protein
combinations detected in the two steps in that there is at least one modification of a
surface protein CD13.

The method may furthermore comprise another step in which the at least one
20 identified inhibitor or a combination of the at least one identified inhibitor and the at
least one aminopeptidase inhibitor is added to at least one polarizing tumor cell
and/or immune cell, and the further development of the at least one polarizing tumor

cell and/or immune cell is detected.

25 It is considered advantageous if the method comprises a control step in which
binding of the untreated tumor cells and/or immune celis to organ-specific endothelial
cells and/or to organ-specific extracellular structures is detected, in which binding of
the tumor cells and/or immune cells which were freated with the at least one
identified inhibitor and/or with a combination of the at least one identified inhibitor and

30 the at least one aminopeptidase inhibitor, to the organ-specific endothelial cells
and/or to the organ-specific extracellular structures is detected, and in which the
detected bindings are compared.
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= 15 labeled with said first reagent solution Y1,

V. repeating steps |-IV by applying said first reagent solution Y1 or a second

reagent solution Y2 or a mixture of said first and second reagent solutions,
and
VI.  repeating steps | to V with further reagent solutions Yn (n= 2,3,...N) or a
20 mixture thereof and whereby

the labeling distribution patterns obtained in each cycle of the method are turned into
a complex molecular combination pattern of the object to be examined by computer-
aided image overlay.
25
From this combination pattern, information may be gained on the presence of
the above mentioned proteins, thus also allowing detection of the surface protein
combinations, if the reagent solutions used contain labeled substances directed
against the proteins in question.
30
In the control steps listed above, it is checked whether polarization is
prevented by the at least one aminopeptidase inhibitor and/or by the at least one
additional inhibitor by inhibiting any binding of certain molecules to defined struc-
tures. These control steps can be carried out by passing immune cells (lymphocytes)
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10983&" (préfeidd URS4dy liste8SANGR3 &hioh belong to a specific protein network controlling
the early polarization stages of tumor cells and immune cells. In a further examinat-
20 ion, surface protein combinations of this protein network of Karpas cells were
detected, both in untreated form and after treatment with the aminopeptidase inhibitor
actinonin. For this purpose, two groups V1 and V2 of Karpas cells were formed, with
the cells of group V1 remaining untreated, while the cells of group V2 were treated
with actinonin. Table 2 lists those surface protein combinations which are present
25 both in the actinonin-treated cells and in the untreated cells. However, this table and
the further tables 3 and 4 only give examples of 18 of the 30 proteins, with the
detected proteins being designated 1 and the non-detected proteins being
designated 0.

30 The proteins are continuously numbered 1 to 18, with the nomenclature being
notable from table 1.
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20

25

30

It may be gathered from tables 2 to 4 that, if one examines merely 18 proteins
of the 30 proteins, a total of 394 different surface protein combinations will occur, with
a total of 334 different combinations occurring in the untreated cells and a total of 263
different combinations being detected in the treated cells. The modification of the
surface protein combinations thus detected results in a specific blocking of cell
polarization.

A further examination is explained with reference to the only FIGURE. (l)
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 (iripolar cell shape) and subsequently 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 (ll)
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 spherical and highly adhesive, which is notable
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-" 1098 ()-" 109%& ()-" 109%& ()-"rR2cC, 0% 10%&' ()-" 10%& ()-"

-"glW  nK6_?, 0% 109& ()-" 109& ()-" 10%& ()-" 109& ()-" 109%& ()-"
" $9G 0% 109&' ()-" 100& ()-" 109& ()-" 109& ()-"

109 ()-" 109 ()-" 10%& ()-" 109 ()-" 10% ()-" 10% ()- ~~~x1«9~%‘(32@%
109 ()-" 109 ()-" 100& ()-" 10% ()-" 109%& ()-" 10% ()-"~MLgG 0%
109 ()-"ql W nK6 10% ()-" 10%& ()-" _7,0%] 10% 10%& ()-" 100& ()-
100& ()-" 10%& ()-" 10%& ()-" 10%& ()-"TU&*cC, 0% 10% 10%& ()-" 10%& ()
100 ()-" 10%& ()-" 109%& ()-" 10%& ()-"*+ 36¢cC, 0% 10% 10%& ()-" 10%& ()-"
109%& ()-" k] 0 ( Ao
1008 8 fr%@r"/«&do\n(spaArC?%ﬁﬁ%(% pgg}%g%?pr(nh 5580? /&Hﬁ& (&l()(a)fter%@ﬁ?@nd
100& () - " aqsatogiaphbioae ofihedipn- mMed)ceu (mr@ao miro(m ()-" 10% ()-"
10%& ()-" 10%& ()-" cghj MLgG 0% 10% ()-"ql W nK6 10%& ()-
109%& ()-"jnprtxz 2, 0% 10% 10%' ()-" 10%' ()-" 10%& ()-" 10%& ()-
109%& () -" 10"/&Sﬁﬁ1rla|2|r§§ﬂ%/ﬁhré0%éb@r°@d (i} actﬂa%% (Or bedfal bre’ uQéb%gaé Yarget
10%& () - TcC 0% 10% 100 ()-" T00& ()-" 10%& ()-" 100 ()
10%& (§-" numbfmr@ "r R2cC, 0%) 109%& ()-" 109 ()-" 109%& ()-"al W nK6_?, 0%
109%: ()-" 109 ()-" 10%& ()-" 109 ()-" 10% ()-" 10% ()-"gG 0%
100 ()-" 10%& ()-" 100 ()-" 100@& ()-" 109 ()-" 10% ()-"MLgG 0%
10%& ()-"qlW nK6 10% ()-" 10% ()-"_?, 0%y 10% 10%& ()-" 10%& ()-"
10%& ()-" 10%& ()-" 10%& ()-" 10%& ()-"cC, 0% 10% 10%& ()-" 10%& ()-"

() -

()

()

() -




109&' ()-" 109& ()-"$(,-O0MgG 0% 10%& ()-" nkK6 109%&' () -
109& ()-"0468:>@?, 0% 10% 109%& ()-" 109%& ()-" 10%& ()-" 10(@#)»;,\ 2003
109& (): 109 ()-"@FHLMXC, 0% 10% 109%& ()-" 109%& ()-" 109
109& ()" 109%&' ()-" 109%& ()-"QRVZ]cC, 0% 10% 0%&'() " 109 ()-" 109& ()-"
1098 ()-" 109%&' ()-" 109%& ()-"]"aegrR2cC, 0% 10%& ()-" 10%& ()-
109 ()-"ql W nK6gi kogsw_?, 0% 10%& ()-" 109%& ()-" 109%& ()-" 10%& ()-"
109%& ()-" 109%& ()-"wy}~gG 0% 10%& ()-" 109%& ()-" 109%& ()-" 10%&'()
109& ()-" 109%&' ()-"MLgG, 0% 10%&' ()-"qlW nK6 10%& ()-" 109%& ()-"_?, 0%j"
10% 10%& ()-" 109%& ()-" 109%& ()-" 10%& ()-" 109%& ()-" 109%& ()-"cC, 0% 10%
1098 ()-" 109%& ()-" 109%& ()-" 109%&' ()-" 109%& ()-" 10%& ()-"cC, 0% 10%
109& ()-" 109%& ()-" 10%& ()-" 109%& ()-" 109%& ()-" 10%& ()-"rR2cC, 0%
1098 ()-" 109& ()-" 10%& "qIW nké_?, 0% 109%& ()-" 10%& ()-" 109%& ()-
1098 ()-" 109& ()-" 10% e
109%&' ()-" 109%& ()-" 10%& ()- wga 0% 10%& ) "gl W nK6 Jed] do)or |
109%&' ()-"_?, 0% 10% 109 bina WA '°*~‘J';~°11 )"
100& ()-" cC, 0% 10% 100& (3 - " [110%Ra(3 "7 308G 1 )z 13 411@9/&7(131/@01&%% ()-
109%& ()-""cC, 0% 10% 10p& (1) - " 019%&0( 070 DOV q p-06 om%&b o)-1‘és¢ ()-
109& ()-""#& , rR2cC, 0% 10%& ( o | °( 1"0 10%% | A4eh, 919168<_?, 0%
109 ()-" 109%& ()-" 109 ()- jﬁb@/«gb ' 8 %ﬁa gG 0%
109%&' ()-" 109& ()-" 109 ()5- 16D Y& 6)0 &o( ¥ o " ls$IRSYMLIG, 0%
1098 ()-"ql W nK6 109%&] () " lhp/&'())-dVZQ"l mlﬁ_cp 100/ aco% %ﬂéq)d.‘ 109& () -
1098 ()-" 109& ()-" 10% (Y¥-" [09& %)°'°fchl1 va:@@ Pyt 209010 yref
100 ()" Tov (). 100 (5" [E8eE B8 8 GGORSY S0 e A e S -
109 ()-" 109 () - 10 00110001011101100 0| 235 29

11 000000000001 00O0000 20.6] 28.

12 0011000101 11001000 215 24

13 001000010011 001000 294) 15.

14 000O0OO0CCOTOTOTOOODODO0O 1328 223

15 10110001011 1011000 151 17.3

16 00100001011 1014000 17.1] 15

17 0010000101T01011000 157) 155

18 001100010101 011000 14.6 9.7

19 000000010101 001000 98] 13.

20 0000000001000 0000O0 371 14.5

21 001100010001001000 111 6.3

22 00100001001 1000000 9.2 8.7

23 001000000001 000000 7.5 7+

24 001000010000000000 8.6, 8.7

25 0000000O0COOCOOOOTO0O00O0 6.9 7.3

26 0 000ODO0OO0DOOOCTO1TOOO0OO0DO0O 3.1 11.0]

27 0100000011 00000000O0 5.9 75

28 000000010100 00000D00O0 4.4 8.9

29 00000001000 1TO0O0TYO0O0TCO0 4.9 7.0

30 001100010011 001000 7.7 4.

31 1010000 10111011000 6.8 2.8

32 000000C001T0D00CO00O0DO00O0O0 35 6.1

33 00100001011 10000CO0C0O0 4.% 5.9

34 00100001001 1011000 6.2 32

35 001000010001 011000 4.5 4.8

38 000000CO0O0C1T1T0O0CO0OOCOCOCCOOCO 3.0 5.4

37 010000001100001000 42 3.9

!} 001000011101 001000 3.8 4

39 000000GCO010011000000 8.5 25

'Protein code= binary code per line




109& ()-" 10%& ()-" 10%& ()-"rR2cC, 0% 109%& ()-" 109%& ()-" 10%& ()-"qgl W
nK6_?, 0% 109&' ()-" 10% ()-" 109%& ()-" 109%& ()-" 10% ()-" 4.9 MAY 2003
10%& ()-"gG 0% 10%& ()-" 109%& ()-" 109%& ()-" 109%& ()- 10%&' (‘?
109%& ()-"MgG 0% 10%& ()-"qlW nK6 103& ()-" 10%& ()-"_?, 0% 10%
109 ()-" 109%& ()-" 10%& ()-" 109%& ()-" 100/&'() " 100/&'() " ¢C, 0% 10%
1098 ()-" 109& ()-" 109& ()-" 10%& ()-" 109%& ()-" 10%& ()-"cC, 0% 10%
1098 ()-" 109%& ()-" 109%& ()-" 109%& ()-" 109%& ()-" 10%& ()-"rR2cC, 0%
109& ()-" 109%& ()-" 10%& ()-"qlW nK6_?, 0% 10%& ()-" 109%& ()-" 10%& ()-
109& ()-" 109%& ()-" 10%& ()-"gG 0% 109%& ()-" 10%& ()-" 109%& ()-"
109%& ()-" 109%& ()-" 109%&' ()-"MLgG 0% 10%& ()-"ql W nK6 10%& ()-"
1098 ()-"!#% +_?, 0% 10% 109& ()-" 109%& ()-" 10%&'() " 109 ()-" 109%& () -
10%&: () - " +- 1378<cCj 0% 100 J0P& § )y 5 oL@%R() 0”0 BOPE §) - 5g 109 ()-"
109 ()-" 10% () -'| <=AEl cfa 0% 110% 80P& d k-1 010%&o )o' =" 109 () -
109%& ()-" 109& ()-'|1 JMQSr RReC 0% 01090 (9) o1 DOVE' “rgl W
nK6SUW ] _c_?, 0% :ocyg() 0 011 PR0 (0) 90 10, § p-© 010%39 18 () -"
10% () -"cei j nosgG|0%g; 1P [ )-8 S1hok ( 86 éo%/ A 109 ()"
109%&' () -"swz{~MLgG] 0%15 10’&0(1)1)“51I0V\61m olp )o ~_?,0% 10%
1098 ()-" 109%& ()-'| 1@2& [9 1"0 DO&E 6)o 4 11@%&'0(@4"11: , 0% 10%
109%& ()-" 10%& ()-| 169%& [99"1 109& )wueox&'O( "0 0O 0% 10%
109& ()-" 10%& ()-1| 16¥%& 33" Jf;v{@ “"18&“( o0 909 cC 0%
109@& ()-" 100%& ()-1 1¢P& [9 o il 1% 0%10 d1QYo(d ()-" 10%: ()-
1098 ()-" 109%& ()-'| 168& [9 "0, %qo 110%L0(9 0"1 100& ) - 55 () -
100& ()-" 10%& ()-| 16%& [9 2" MgGo0%a} L0%& { - gl 4Ab 0 InKs!

54 110000 1100001100 2.6

85 001 000010100001 000 2.2

56 001100011101 001000 2.2]

§7 10110011011 1011000 1.3

58 00000001T1T101T000000O0 0.7

59 101100010111 001000 2.0

€0 001000000101 001000 2.0

61 00000O0O0C1TC0111001000 1.8

82 001000000001 001000 2.8

63 0000000101000 01TO0O00D0O0 1.7

84 0c0000001T1001000060O0 12

65 00000000001 1000000 25

66 101000010101 011000 22

87 co0oi1100011111011000 1.3

68 000000COO0CQOCOCTOOOODODODO 3.0

69 00100000001 1000000 1.9

70 0100000011 00000100 1.4

Al 011000011101 000000 2.2

72 001000010101 001T100 1.8

73 0001000101 01001000 1.7

74 000100000000001000 14

75 00000001T001T1T001000 1.9

76 0000000C1T0C0000CO0O1O0DO00 11

7 0110000011 00001000 1.9

78 000000C00O0C1TO01T001000 1.0

79 000000000001 001000 2.0

80 10100011011 1011000 1.7

81 00000C00O0OO0DO0Ct1TOOOODTYTO0O0ODO 1.1

82 0011000111 11001000 0.7

83 001000O0OT1T11 11011000 1.3

84 10110001011 1011100 1.2

85 0110000111 01011000 1.2

86 10110001111 1011000 0.7




109& ()-" 109& ()-"_?, 0% 10% 109& ()-" 109%& ()-" 109%& ()-" \%‘%

109 ()-" 10%& ()-"cC, 0% 10% 109%& ()-" 109 ()-" 10%& ()-" 160 L 3003

109 ()-* 109%& ()-" cC, 0% 10% 10%&' () -3 10%& ()-" 10%&' ()-" 10%& ()-

109 ()-" 10% ()-" rR2cC, 0% 109%& ()-" 100& ()-" 10%& ()-"gl W

nKe!'# 2, 0% 109& ()-" 109& ()-" 109& ()-" 109& ()-" 109& ()-"

109& ()-"')-.2379G 0% 109& ()-" 109& ()-" 109& ()-" 109& ()-" 109%& ()-

109 ()-"7; ?2@MLgG, 0% 10%' ()-"qlW nK6 109%& ()-" 10%& ()-"CG KMXB_?, 0%

10% 109& ()-" 109& ()-" 109& ()-" 109& ()-" 109%& ()-"

109& ()-"SUY[ _dcC, 0% 10% 109& ()-" 109& ()-" 109& ()-" 109%& ()-"

109 ()-" 10%: ()-"dei mycC, 0% 10% 10%& ()-" 10%& ()-" 10%& ()-" 10%& ()-
&

109%& ()-" 10%& () - qr y{r o 109& () - o ()-" “rgl W
nK6{ } _?1 O(yq 10(y&| hg 4 6: 9"ﬂg g 3 @ 3 "0 n
10%& () - " gG, 0% 130/&9() "o 4 @& o p-d 010%86 (1)eba(30/& ()-"
109%& ()-"MLgG 0% [LOY%& ()}o qlve o mcaom%@ @)e'0 10%& o o6 10%
109%& ()-" 109%& ()-] 18 g';' ® :' ;1‘0%% )1'° 9 % '°é , 0% 10%
109 ()-" 10% ()-1 1fe |03 1 3( ' 11D%&g €)1 5 1 P8C, 0% 10%
109& ()-" 109& ()-{ 1890& (o)o > &QP/&'c()l } o10%E (o)o d @ RecC, 0%
109%& ()-" 10%& ()-1 189& |0)¢ "oqb W o ml(61?®9(0216)%8&1(o # ()-" 10% ()
109%& ()-" 10%& ()-1 180& |©) 0 gt 0% 110% 11 GO0 &' () -
109 ()-" 109%& ()-1 1f0& Q1" ggeé/ /? ;L(};@ (/3 O"?W 0 ()-"
10%: ()" _?, 0% 1p% &D%&o( 4 "o W03 ) s o d%lo( "o B o 100 ()
109%& ()-"! Y&*cC, 0%) 1086 LRY&'o( ) o' 0 OYE 6)o 'b am%&'o(oo - 109 () -
10%! () -"*+/ 26¢C, O 120% [P0Y@ i)gg OLO9KT(9 40 200 ¢ )0, 8()-" 1098 () -
10%& () - 67'>@R2C“’012§1 N (300015001 000000
0010006001001 000000

105 00000001011 1000O0O0T0

108 001100010111 001100

107 000100010001 001T000

108 60610000 1TO01T1TT1T0O06T1TT100

109 0001000000000D0D0O0COO0

110 011000011111 001000

111 0010000001 000000O00O

112 10100001011 1001000

113 01100001111 1011000

114 011000001100 000000

115 00100000011 1001 000

116 101100010101 001000

17 10110001001 1011000

118 10110011011 1011% 100

119 0000D0001TO0O01TO0O0O0DO0O0OOCO

120 011t00011111011000

121 00100001101 1001000

122 0110000011 00000100

123 000000O0O0O1T1T00001000

124 1100000011 0000C1T4100

125 0100000111 00001000

126 00100011011t 1011000

127 00100001111 1000000

128 1110000011 00¢6001T100

129 0110000111 00001000

130 1011000101 01011100

131 101000010101 001000

132 0111000111t 0t1t001T100

133 001000001101 000000




109%&' () -
109%&' () -
109& () -
109&' () -
109& ()-"
109%&' () -
109& () -
109&' () -
109&' () -
109%&' () -
109& () -
109&' () -
109&' () -
109%&' () -
109& ()-"
109& ()-"
109&' () -
109%&' () -
109& () -
109&' () -
109&' () -
109 ()-"
109& () -

y109%X&' () -

" ?,0% 109 ()-" 10%&' () (zéa
100 () -"ql W -”K6%wwa*ééoo%q/q 10fV&'(()-' 109%& )‘ﬂlg% J
10%&-(3_- igi’;ﬁ-ﬁi'--\dghkma 0% 109 ()-"ql W nKe (1;)%1}()
10(y&l ( = - : o : q igl _ 10(y&| ( ) _n 10(y&' - I
e ?}’/“clg%l%f/; v %) 5 e ()-" 100& ()-" 0(}/2:’/% ()-
100/&I - Cc ] , N ' _n /e _n 1 ! -
10%: ()G, 0% 10% oo ()2 100 ()0 100 ()2 al W kb2, 0%
10%& () -"rR2cC, 0%1' 10/2& .() =" 109 ()-" 109 ()-"gG 0%

109 (3o 1096 ()-= 109 (- 1096 () 1006 (3= "NLaG 0%
%k ()-" 10%& ()-" 109%& ()-" 10%& ( COLT 100& ()~
10%& () oot " 109 ()-"_?,0% 10% 109%&' () ,

LalwW nk6 10%& ()-" 109 | "cC, 0% 10% 109%& ()-" 109%& ()-

109& () -" 10%&'()- 109 () - " G, 07 10% 1090 0v& ()-"
%@ ()-% 109& ()-" 109& ()-"cC 0% 10% 10% % ()-"
10 /& () ' "O m& 8)1 ! 1R2C%o GO 1 n

10%& () - lg%o& g)g 19%&( 00" ()- )

"gl W nK6 _";713b/ﬂ 5 «&2)1_.. 0150 0(3 0% () -
109%: () - 11" %¢G [Va i00co $08d () Bt Wo Ik ADYEH ()os ,,
1O%ELI'),(A):> S‘Z”Sig%ﬁm b-o 109 () 00 200 08708 8

"1579; ?A_?, 0 01 fof 30"0 0% - / ' - .
109! () - ACKE Nl D Mgﬁ q‘&i%wi& Jol' eH%d). " 109 ()-
100e ()] T °)3"1A1bdhrmcc1oq/@ 209/  Jo- 8 v .
10%&(%@ Ilgfg/et&x 2)000/ oyoo/&s)u 1 Q98RO ( gﬂ" 10% (9 owép(/q)& ()-

"qlw n J -,1 ‘ .. n .
109%& () -'|xz3 /@11 Og%g‘) qh\&g@%@io%/ ()-"7TwuA
109&' () - 'VQ 00 110(“&)00;110001”00

lLlO%(&(')“/O110080010111001000
b 000100010101011000
150 oooo[JC)OO‘l101OO‘IC)OO
b 01:1300011101001000
res c’11100010111011100
::i ggoooooo1ooooo1ogg
0111
1% . [040000001101000000
155'011000010001000100
i °°o1oooooooooo1ooo
. 10oooc>o11oo1oooooo
bhod 011oooo1n1o1o111oo
}2‘1’ 380000011001001388
o1
162 01:(1)3881::8;011100
- 010000001101001000
:gg 8(1)1000010001001138
11 1
166 111132;1‘)::;;301100
i 1111ooo111ooc>ooooo
o 011300010000001000
169 001100000001001000
by oo 0001100000000 O0
:;; 883300010001011000
0
173 o111ooo111ooo11130
174 1111000011000:1000
molersessiiieisiiaes
b 1010t:ooooooooo1ooo
4 100000010101011000
:73 832300001101001000
1;0 111100011111 011000



L109X& () - %s$@0%(& ()-101010 1 10% ()-Wre|[:vU4 | 109%K& (

| 109X& () - | 109X& ()-"! Ls109%X& ()-% Ls109%X&' ()- % leO%(&1(§ M}%é@%m
10%(1Y&: () - # | 10%r1Y& ()-  10%r1Y& ()-# 9$S10%r1Y& () - 10X10X10X

| 109%& () - ! $F' | [ NAA10Y1Y10Y1YL10YLY 10941Y& ()-& 10%/1Y& ()-&

10901Y&' () - 109Y1Y&' ()-# 109%LY& ()-#el - 4+{ L109& ()-"Y+{ 109%& ()-"+

109& ()-"+{ 10%& ()-" 9&@0%&' ()- Y109%&' ()- s$10%& ()-pT84+{ 10+{

109 ()-"0+{ 10%& ()-"0+{ 109& ()-"0+{ 109& ()-"+{ 10%& ()-"+{ 109%& ()-"+{
10% ()-"hH84+{ 10+{ 10%{ 10%& ()-"+{ 109& ()-"+{ 10%& ()-"+{ 109%& ()-"+{
1098 ()-"+{ 10%& ()-"_C H8+{ 109& ()-"0+{ 10%& ()-"_O w bOH 109%& ()-"+
109 ()-" 1" #$% X<+ TO%&+{ 109%& ()-"+{ 109& ()-"+{ 100& ()-"+ 10%& ()-"+
109& ()-"+{ 109& ()-"+{ 109& ()-"9& (+. |tX<+{ 109%&+{ 109%& ()-"+{ 10%&+{
109& ()-"+{ 109%& () - "8 @0/&1( 0" 6{1 109& q )1-0 #{1 1:0%3: ()oa} . /087; =dD$t X+{
109&' ()-"+{ 10%& ( -"}g 8% § oq e %obz §)g g%o‘ 796}_ & ch/ ++{

109%& ()-"+{ 10%& ()-"] 3»{0 oi; - 2 , 1@)(&’ (b £ 1o ()-"+
109%&' () -"cdkrsuD( gK/ +ks 109& @) o "o_ 11 (© o "ot{ ok - H

1098 ()-"uy} ?/+{ [LO%& ( p omtmo(p o +{1 nomq d-a{o]o(%EdJ { 109%& ()-"+
109& ()-"+{ 10%& () - "8%/ 00/&0( °r{° 20‘%& 9 )-8 1 P0O| ()oif +@HL0%E: () - " +{
109%& ()-"+ 109%& ()-"] (g) 1?%&%’) NER °J_0fvg o/ Ty

Tove ()" 0w b} LDy by 1004/«& 6+d 1101 @) o o} WpUEH() ="+

109& ()-"+{ 10%& ()-"w{ 10%&0() 0" d-{o 200&, ()1-6 '>1+{o d QY& <(1+{ o0& () -"+{
109& ()-"+{ 10%& ()- "% 9%1( 0160 1004 Y )i-0 4 wom ()m ?2+{ 109%& ()-"+{
109 ()-"+{ 10%& ()-"1Y 8 § gjg 3+3 °1g>f9&° 14 "

109& ()-"+ 10%& ()-"% 10% (3 Fo 10 1h-5 $(1 R0IE| Oaif G| w bOH

109&' ()-"+{ 109%& ()-"wd 10%%1(9 o' d{o 10@& { )o- & odD@ ow|bGQH BYYR ()-"+

109 ()-"+{ 109& (p-"#1 JQom1(9 -0 {0 10&/& q Jo- 0 4{ 1 DO |( )o] %A W bO#{
1098 ()-"+{ 109%&' ( "‘-%g gw?g(l go 3 l)‘ M{: 1;00@ (et

109& ()-"9% , -/ 3_CHP+agl 0% { k- § 5 o 1§ >01 o bf:» by '+

109%& ()-"379; =AE_?}{ 2&100(o+{o iLQ;‘V&o(b o' ¢{o H00&' § 14 "+

1098 ()-"+{ 109&" () - q 163 "+

1098 ()-"+{ 10%& ()28 ! ' 041 () o) 7f°1'ae gdD$?+{
10%&' ()-"+{ 109%& ()- +{ 10%& () +{ 10%& () " o totel h ')+{ 109 +{
1098 ()-"+{ 10%& ()-"+{ 109%& ()-"+{ 10%& ()-"+{ 109%& ()-"+{ 10%& ()-"w{ _O



w bOH 10%&' ()-"+{ 109& ()-"+{ 109& ()-"+{ 109 ()-"dDO w bO+H{ 10%& ()-"+{
20%& ()-"+{ 109%& ()-"+{ 109& ()-"+{ 109& ()-"+{ 10%& ()-"_?0 w bO+
109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{1.QONB Q3" CH?+{
109 ()-"+{ 109%& ()-"_O w bOH 109%& ()17+{ 109%& ()-"_2+{ 109%& (+{
109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"_?+
109& (+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109%& ()-"+ 10%&'() "
1098 ()-"dD$?+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 10%& ()-" O w bO 2+
109& +{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{ 109& ()-"+{
109& ()-" _O w bOH 109 ()-"+{ 10%& ()-"+{ 10%& ()-"+{ 10%& ()-"!#dDO w
bOH{ 109%& ()-"+{ 10%& ()-"+{ 10%& ()-"+{ 109& ()-"+{ 109& ()-"+{
109&' ()-"# +-/39 20 w bO+{ 109%& ()-"+{ 10%& ()-"+{ 109& ()-"+{ 109%& ()-"+
1098 ()-"+{ 10%& (};,3=2@G C#?+{ 10%&' ()-"+{ 10%& ()-"_O w bO#{
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2, The utilization as claimed in claim 1

characterized in that

said at least one aminopeptidase inhibitor is an aminopeptidase inhibitor of the
‘homophtalimide type and/or actinonin and/or bestatin, and/or an antibody, in particular

a monoclonal antibody, against one of said surface proteins.

3. The utilization as claimed in one of the preceding claims

characterized in that

for producing said medicament, at least one additional inhibitor is used which inhibits at

least one surface protein that is not an aminopeptidase.

4. The utilization as claimed in one of the preceding claims
characterized in that
at least one aminopeptidase inhibitor and/or at least one additional inhibitor causes a
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