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| NHI Bl TOR DESCRI PTION: s The present invention relates to a utilization of
at | east one am nopeptidase inhibitor for the production of H9nHaN @eoent
used in the treatnent of tumor di seases and/or inmune di seases, a

correspondi ng pharmac roi ti fy| ng at | east

one am nopepti dase i nﬁm%@h%ﬂéﬂw%ﬁ% [Wﬁhﬂgé | east one

additional inhibitor acting in conmbination with the at feast one

am nopept i e 1o _inhibitor. Am nopeptidases are cell surface enzynmes which

split pept M@are expressed by different types of cells. Their

nol ecul ar function is, anongst others, the degradation of biologically

active peptides. Additional physiological functions of is am nopeptidases,

in partfcul ar tHes present inventionrelatesris, a ntiizatinntof pé deast Wneyamiopeptidased as
et. Recenf I capabl e
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i nhi bi tors e _actinonin, bestatin as well as potent inhibitors of the
honopht i %&Bt fype. Accordi ng to J. Yoneda et al., in: din. Exp.
Metastasis 10, 49-59, 1992, 2s bestatin is capable of preventing

degr adati on of the type 1V collagen, thus also preventing the invasion of
tumor cell's. | tAMNapgpidasesqarecrels sHfase enzyNes |V6T'C|'ht5f3“tp9%‘?tl®§t Thek argat
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detected, s eit VWhat i.s particul arl )&ﬁgl sadvant ageous i s the fact that

t he exani n&MtAPEREIRRSRhbitoE: Pt?ga%tﬁ‘of'ﬁt' fatinrRst wel ggerotemanhipiteist ofothe
condi ti ons hopyhtalirgpel v | eading to unsatisfactory results, for which
reason the effect of the individual am nopeptidase to inhibitors cannot be

established in detail. Usually) it remains uncl ear whet her | nh| bition of
Lhe am nopepti dagssdhg fhs, 98REIL L ' MAS Cih! ExPENRRASALS YR, 14040 V9903, o
|napat|ent and her for certain kln unor s e|n i'ti on of
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known ef f e@dn ttattbﬂstdtinydmsknot/vhat/.ramyhlnﬂtlerrceaemrtumor rell sdnesicancesncthe be
devel oped qr. i h ar & .capabl e of acting very specifically only

because thgygraﬁ QQFee)%af’?tl Etté"%@h functions in a known manner. For

exanple, it has not 20 been possible to ascertain with which other proteins
am nopepti dases, wil | .eract..in_one e cell and.in which y
such ifPeracti o %\PPP“C@ g |‘°|c'(3)|'r‘ﬁﬂre$]"ﬂ' %ZE F@ﬁg‘f@%égg@o aﬁ%ﬁ/tm is
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effective behavior which can be used for the production of a nedication
used in the treatment of tunor di seases 30 and/or inmmune diseases. It is
anot her object of the present invention to provide a correspondl ng

phar maceut i cal mmmM\\wu\mm a met hod for identi t one such

am nopept i dase wel | as a nmethod fo mmm ,m at | east one
addi tional inhibitokgagti ng in conbination with east one

anm nopept i dase i nhibitor. 1.9 MAY 2Q03 3 One of these objects is
accorrpl | shed by a ut| I | zat| on of at I east one am nopept| dase [ nh| bitor for
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VI. repeating'steps | to Vwith further reagent solutions Yn (n=2,3,...N)
or a 20 mxture thereof and whereby the |abeling distribution patterns
obtained in each cycle of the nethod are turned into a conpl eﬁ FW(é | ar
conbi nation pattern of the object to be exam ned by conputer Jd i“Yfrage
overlay. 2s Fromthis conbination pattery, information nmay be gained on the
presence of the above nentioned proteins, thus also allow ng detection of
the surface protein conbinations, if the reagent solutions used contain
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pol ari zati on stages of tunor cells and immune cells. In a further examni nat
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am nopepti dase i nhibitor actrnonin. For I'S purpose, groups and V2
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unt r eat ed, hle the.cells of.qgroup V2 re treated wth. actinonin._ Table 2
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the furthey tables 3.,and 4 anl i ve exanples.of 18 of the 30.proteins,
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pol ari zation. A further examnation is explained Wth reference to the
onl y FI GURRhibitpy aetingis corbingdionwyithdbe iatileast preeminopeptidasgdnhibitdr]

pol arization. By in vitro life imaging it is recorded how a sarcoma cel

pol ari zes froma primarily spherical cell shape, formng 3 cell extensions
(tripolar cell shape) and subsequently specific involution of 30 only one
of said three extensions (white arrow at 360 mn). The definition of .a

| ongi tudinal axis is a prerequisite for the subsequent cell mgration. It

is showmn in (Il) that the application of a selective target inhibitor, in
this case a nonocl onal antibody, against an extracellular domain of CD13
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cells, use of the aminopeptidase inhibitors will allow the preparation of effective
medications for treating autoimmune diseases or rejections of transplanted organs or
25  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

30 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



109%ss& G[k[IV[CIS[V\[ Cac 10%s& ()-"ac 10%s& ()-"ac 10%ss& ()-"ac
10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%ss& () - V\[X[ Z[Q[@M&WC
10%ss& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-

pG‘G[d[ j[n[r[v[w[ Cac 10%ss& ()-"ac 10%s& ()-"ac 10%3& ()-"ac
10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"W{[}[I[[[_Cac

08s& 09%6s& n 0965 & - 10%ssé&
Tovese deﬁeeio%ﬁ@as s Soviner 7 PoFERiem 0 Todatbigd 8 pese 3 * ac
clive mafindO3Emeahs of A |ﬂiﬁ?ﬁ§r&b&%bm§ﬁbn

109%6s&
109%ss& [[[[[ Cac 10%s& ()-"ac 10%ss& ()-"ac 10%;3& ()-"ac

10%s& "ac 10%s& ()-"ac 10%ss& ()-"ac 10%;5& O-"[[[[[[~">ac )
109%6s&' () - ac
00/2:& 8 gg %g@%glyﬁ)@sg}%s%ﬂé@ﬁ% lzqtlog\goilg(}fﬂ%&a?)leaﬁ%’nléagn%%wéie—

10%s s &5( ) nhilitoroanskéer qt)leaqt[qn[e[ qqmtmal mmm ntgy- cavse1D mssificgliont at at least

10%ss &'

10%0g 8 Q”?Cft‘ftﬁqugﬁéécc)el‘?fg/&s@?/ éﬁl‘ﬁﬁ%&‘g%é‘% Which i5 respon-
10%ssé& () side $or adBeGidn| fof éndotirdial dél%sa&i/«ﬁr) eXtEfl:eIlm%s studtliresain paiesié&r fo - " ac
10%ss &' - 1098, 109

Tovesa () oraiiREaeetdondlal £RIR BRabt to SodsRaciic $raselin Atisthies. At
10%6s& () Héast ohe%maifiopgptiddsk "inibitdr-dvier d0RasKEod adaitiond %RniBitdr) mag@lso

0%s& () - \2\ 6 -
0%;:&108 Gaﬁge fd%ég ?UO" é%@%e%% }uncaenae%@e@wa?&e'?slo%@g \(V?)?:C
109%6s& () bindiy Af Gkl tumdrageli 0468 (hmune dAIsBlitHe enasthbhidsedis( kan e
10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"L\M X\ Z\ ~*>ac
10%ssé& () Preyertemyduely is.imperatiyeds 32%( po*aaéatm%lg&résr-wessec'flcally prevent an
G g z\MN 9
ovese (- Nastrorh fefein Bl Mordfiort WhiDsLdn offant e aminrpidce
1096s & ()mfal@'tom%g@l lf})nalarwt;qu@y( eﬂmi wiiok vdll specifizeliy bk &ny pinting

10%ss a g\ > o
10%;522‘# g -tQ aﬁw%%@é@s% %Cm Se r}d\o@ééa r{@& &%’0/ @a%gp@a@b 1%?%;%@“{'3" "ac
10%s& ()s‘tractu][@;’/css& ()-"ac 10%s& ()- ac 10%s& ()-"ac
10%s& ()-"\\\\\\ _Cac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac
10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"\\\\\\~~>ac
It is furthermore considered particularly advantageous if the expression of at

()-
()
()
h[
10%ss &' 8 "ac 10%ss& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%;3& ()- ac
()
()
()
()-
()-

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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detected in order to thus prove the actual blocking of polarization.

The method may furthermore comprise a control step in which binding of the
untreated tumor cells 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
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.

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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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 cells 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 treated 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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and

VI.  repeating steps | to V with further reagent solutions Yn (n= 2,3,...N) or a
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.

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.

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)



10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%ss& ()-"ac.
10%s& ()-"ac 10%sé& ()-"aaaaaa_Cac 10%sé& ()-"ac 10%s& ()-"#&9 MAY 2003
10%ss& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"ac 10%sé& ()-"aa
a%a(a*a~">ac 10%s& ()-"ac 10%s& ()-"ac 10%ss& ()-" ac 10%s& ()-"eS+
pG& g *a. a0a4a8a<a:a_Cac 10%:5&' ()-"ac 10’%:5& ()-"ac 10%:5&' ()-"ac
10%ss& () - ac 10%s& ()-"ac 10%s& ()-"ac 10%s& ()-"=aAaCaEal aMva_ Cac
10%s& () - 09ss& 'ac 10%s& ()-"ac 109%s& ( ac 10%sé& ()-

10%s & ()an Ltmfs&eflf; in mﬂafgima%[%mﬁauqm/w& %Icyw 'incalspesial eppambus

Tovess ( esEibddiR BE 190 2 fediE GlePaiBRE b AIRARNE Rith tH83iartved SHfuctyres.

%8(5652 Eg\Nhﬁea,rlaﬁbaaMsaNéi@cn?gi/(eagd withathel 8feit (che amﬂé}%gﬁ@ag% inABitor
0 0 ac 10%ss -" ~aaaaaa~">

100/22& (R “dZ?J t% (»%j%?%)fma%d%%@&n'O%Ht%éhqm@% &hwld kigd tp thesefinadistrucac

1096s& ( taredc aﬁ@ro/t‘fé&n{%n‘t ‘oA he QRS ith ifb% ﬁﬂg%?ﬁ/ ﬁﬁé?‘aﬁﬁ%g)?egoérhgég ?rﬁ'&ﬁ)(or Sdsor

10%s& () - aaaaaa_Cac
1096s & ()theaai B@%me( pddiionab dardisitgr) -Hoaveved Ydisdre( )AHII aot be any binding, or

10%ss& ~0N> 09s8s& S& O/
10v60a ( Yo BB RRRIR Gk o250k chiushires, T sarhnlstia Ton sxarbbieosinsit of amc
10%s& ()or mtléﬂ%%t(oh ac 10%s& ()-"ac 10%ss& () "aaaaaa_Cac

10%s& ()-"ac 10%ss& ()-"ac 10%s& ()-"ac 10%35&' ()-"ac 10%s& ()-"ac
10%6s& () "ac 10%ss& ()-"aaaaaa~">ac 10%s& ()-"ac 10%s& ()-"ac

10%ss& () - ac aaaabb, Cac 10%ss& ():"ac ,10%ss& ()-"ac
Toomalh () ac FRARE feqtiies ity Buly SnPRRL S R buaRiG Mdyl becsatieregs ronbins
bb_Cac lmaﬁhdt)on AsUIE st (n th@folWﬁ%gwh?ch & d8%&m&d(With %ference to a
10%s& ()-"ac 10%:5& ()-"ac 10%sé& () bb6b7b8b9b] OA3ac 10% 10 10

10! SS31164Wing-figure (amerostathersy pGf G 9bDbGobgW i | [: ac 10% 10 S,

f 10%gg& ()-M S 10%g& ()-Z% S 10%gg& ()-Z% SF 10%gg& ()- F% Sl 10%gg& () -
S#10%gg& ()-i15j6)j 7] 8 H K N Pj vV6% 1910% -& ()-9®10%-& ()-% S, 10%-& ()-
IS () (Lo OGS e e o H BRI aase o
hil | H(j%s Q {iggells, u %réa/%]d as w&llgaé trea ec(wnﬁ (t)arget mh?bltor ) °& ()

{4910% - & () ‘%910% & ()-9W10%-& ()-W10% -& ()-%jujxjyj{j]jjj!lLO6S910% -
& ()-910%-& ()-9010%-& ()-9910%-& ()-9010% -& ()-9010% - & ()-910% - & (
) - % jjjjjjngthmero&S(gxmmae@n& U)lem&&tﬂe(tpmm%ﬂﬁé(ao%ﬁll%(arfa%e() %

9109% - 0% -& (= %,j dudd LJ] 0% - (V(Q 0% - & 9910% -9®910
o () - PG dredt Aste, ) WhisRosgions 154 boeciic eroteistbetwark sy oar ;
{4910% - &d pafrp potariz&tion Y%6f t&imor- coéllisidrioli ﬂw&rﬁ@:@@%@ﬂ@f 9P ¥orufhép e%ﬁ%ﬁ’réi

) - /010% - & () - 9910% - & () - 9B10% - & () - %010% - & ()-% 1] ] . 2069109 9108

) - %9209 1, (judaee Rrotgin )GGMO%!O@ ©f - mmte&\ (Neteon0 %f - Karpasyce|ls jvy@neoooe

Cayi s e i ynlfOe G, 185?‘ %ﬂ Gl ieinel ¢85k pmincpspticase dvaibiter ) - o6
910% - & @rtingnin] jHok @his pEPRASE ﬁwwear@ V2 -dF@®ddpas cells were formed, with

4910% 0% okkkkkkk 206910910% - & () - ¥910% - & () - %910% - &
g/@lO%e&ﬁ(% ?3%“’1 @?%'Ry%dﬁm'“&%t%t kwhﬁ%(eél%of group V ere treated 0

{49100 &) adBER” Feple ZRTandhl SOTRIOIOE SoUBIGHD R Y OBSE RIS, 1oy

k8k<|2@Dh ||a theastiBonin-treated cells and in the untreated cells. However, this table and
{910% 0% ( - Y91 0% - 9910% - & ) () - %910% ) - %k
Kk Nk PT(T&Ql/’kQ ﬁg%%'s%i’%? 23&""C %/?Qﬂg’%& g ?ia%ﬁ? /g") &g(‘?lfo 3‘% %r&t‘wsﬂ/ﬁﬂﬁh@%

aVKXK\ k dlstlichdd ks 1 0% e 9910%
{ & ()- WS?O% (m?/aﬁgn%%ﬁ v‘%ﬁi r'cy&@%egglﬁ%)&é?)]&% e&?eé’%ﬁ%ﬁ bémd®

{4910% gdesign % - & () - %xk| k~kkkkk_?065910910% - & () - %910% - & () - 9910% - &
"()-9910% - & ()-%910% - & ()-9010% - & () - Ykkkkkk+?06SH3 ;
{4910% - & ()-9%910% - & ()-9010% - & ()-%010% - & () - YkkkkkkkdDO6SH3 ;
30 The proteins are continuously numbered 1 to 18, with the nomenclature being

notable from table 1.



{4910% - & ()-9910% - & ()-9010% - & ()-%010% - & ()-9910% - & () - %010% - & () - %

kkkkkk ?06SH3 ;

{910% - & ().-9®10% - & ()- %010% - & ()-9010% - & ()-9910% - & () - IBBOMAY 200) - ok

kkkkpP0?2065910% - & () - %910% - & () - 9910% - & () - %010% - & () - YOSH3 ;

{ 4kkkkkkk _206S91910% - & ()-%910% - & () - 9910% - & () - %010% - & ()-9910% - & () -

9910% - & () - YkkkkkkkQ 2065910% - & () - %910% - & () - ¥SH3 ;

{4910% - & ()-9910% - & () - %kkkkkl | _?065910910% - & () - %010% - & () - %910% - & ()

-9910% - & ()-9910% - & ()-%010% - & ()-% | 1111 +?06SH3 ;

{4910% - & () - Y011 ()-W10% - & ()-%®10%-& ()-% 1111 |$l dDO6SH3 ;

{4910% - & ()-9910% - & () - 9910% - & ()-%010% - & ()-9910% - & () - %910% - & () - %b

I (1,10014l6l:1_?06SH3 ;

{910% & ()1-&D20% - & OpHP10% ) - 9O 4084~r& () - & £) 0%-& ()-% ]|
"1 > @Dl FI %)LPO’>068910% &gv() W@l%% & (% %?0% 5%%100 %P/? -9%9SH3 ;

{4FI H LB Pl TI KPOY 208802609 - &QDWMO% @D - YSHOULAEDR) 126HI0UDCE () - ¥910%
-& () -9910%6 8

Cionovi e O SB1 % PPRRIEISIGRLTV TR S, BB oAt ()-veo

% - & ()-9910% - & () - 0/<910% &() 0/<910% & ()-%111111+?06SH3 ;

{4910% - & () - 0% 0% % 11111 dDO6SH3 :

{4910% - & () - %ﬁe'&“ﬁbﬁgg@ﬁdé{‘%ﬂ %8@/4 ’%e%)m 6831 9,008: qels eyammeddn () - %

LT 906@!63!p$ V1 and V2. Table 2 lists a total number of 203 different protein comblnatlo s

{910% - é‘ U010% - & ()-9%010% - & ()-9%010% - & () - %10% - & () - B10% &) -% |

1111 pP02065910% - & () - 9910% - & () - 9010% - & () - ¥910% - & () - YOSH3 ;

910% - & 1) SA LLLLJ kOI 20658100 & () sa100 A florpifctonfy obodf® i %he O

. 6 - (4 (4

{4910% - & % trepia ‘%)&Je ArRAg fe'f% ARq are nﬁaefsmlmwwgaqtmomimate@waypame% & ()

-0 0

{A{gigég-i' ‘E'))e 55331‘352“???81 ot %’8"8%110% a%gl_?ﬁ"o”"ts ubbbshs |

{4910% - & ()-%010% - & ()-9910% - & ()-%010% - & ()-9910% - & () - %010% - & () - %n

' M8t g3 MOm_? 0G5

{910% - & () - %910% 'Vat??'e%“gf glusiyel) lisfs 1h9se SUrRCs RN £oMPinadoRs WhiEh ) - opm

1nbn¥m menRAtYR esstogively irthe) a@tfmo%tr@tec) Ke@ie3%ell& (Nabkdd Qbhtaikis(60 AESHB ;

{4 ugueney¢ 0% -& ()-9%910% - & ()-9910% - & ()-%010% - & () - ¥910%
-& () - 0/<910§/e[a EEH%TB@ER%WZM\M nkQ 206S910% - & () - 9910% - & () - USH3 ;

{4910% & ()-9910% - & () - % ndnf mhml npnt m 206S910910% - & () - %910% - & () - %910

Coton L0 b e a8k B st et Bn b e Sproteins
{4910%0- & dfthe/B0 Pl6teidis(d tAXBIIF04 KiffereHALBYUre Brdtdin"@hAat®né Wil BdQ¥owif: () - Y

nmTmm 206

{910% - & (3%@%3/34 giftejenfgpmbinations osgrting ingheyundrgatssh.celis and aoadef 269 ) - %rm
mmmp PO ? 0 fi#88fh cadmbihafi¢

{ Ammmmmm 706891%105’/2161 &ﬂ@ﬁfmn% d&e&@&ﬂvﬁ%%‘ggéfeg%(@s/@ﬁbé)n é@?ﬁﬁg}b%ghe & ()-
%910% - & @uﬁ%ﬁmw igos -thug )demm/ere&llt(s inv@Hspecific blocking of cell
{4910% - & folar@E&Y6 - & () - %mmmmmm 206S910910% - & () - 9010% - & () - 9910% - & ()
-9910% - & () -9%010% - & () -9910% - & () - Y%rmmmmm+?06SH3 ;

{49109%°- & ()-9010% -& ()-9010% - & ()-910% - & () - %mnn nnndDO6SH3 ; .
{4910% - & () YBLANneF chamifbBitis Lxplaind it Bidrdnd® T the $nf) FIEUIRE - O -0
- {910% - & @yog@ilup/@or@a(lyseWAmmcess(Qft?)@ﬂ)ﬂ%u ﬁblepnz%m%y:& itlo %W%mg;() Y&n

{2225%23nAn%‘1%§‘2c15%§%f&i%%/°’@1? Qé‘?g%/as ‘0(‘3 %/Qi%z%'bf&smef%hg@ﬂ sBeps. 9910%

-& () - WQI@%IH@S(@&H%XMBH@WWTMW%B%&B& dgut{éeq%rw/ peiflcinyé

Ghlitiory
4910%, - 910% \ n”nbnf 2065910910% - %910% - & %910
g/e & ( 0/5% {/ )sad}bi%% egf%nfjsr']@}?gl&)@r} egﬁ(fywwfn%@ﬂ? mlﬂ)(n 5 >defmition of ?)

491006 i"%ﬂg“%i‘ﬁﬁﬁ’“&'@ P 00 L o oot IR RS AR 1 () s

nnnnnn_?0 he appllcataon of a selective target inhibitor, in this case a monoclonal antibody,

E} gﬁg‘;ﬁ) 0§0% S‘i@stol/?%exg éélm@%al éf)%%%%%plf‘)agwf%ﬁ %gnﬁét%ﬁé%ﬁt &) -%n

{ 4nnnnnnn PoBsZatiaM 0 e&el)wwgoome&m)enwm% highly) adiesdng whiidh) isvRdtabe- & () -
%910% - & () - Y%nnnnnkQ ?06S910% - & () -9910% - & () - ¥%6H3 ;
{4910% - & ()-9910% - & () - %nnnnnn_?06S910910% - & () - %010% - & () - 9910% - & ()

)
- 9910% - & ()-9910% - & ()-9910% - & () - Ynnnnn+?06SH3
{4910% - & ()-9910% - & ()-9910% - & ()-9910% - & () - ¥nnnooodDO6SH3 :
{4910% - & ()-9910% - & ()-9910% - & ()-9910% - & () - ¥910% - & () - 9910% - & () - %

oooooo ’POGSHB :

-~ A NN NN A NN ~1 7 \ ANIONA PN A— Y F—F—N - - NSO NS — 1% ~A—N——1VSNAA—ArsF—  — 1% — LN = AVSN A -LP\NCT AN 1—F N— —1N I



\ 4> 10068 () - ' 109H& () - 100H& () - 100H& () - 109%H& () - 109%H& () -

(L{{4{_CH? 10%H& () - 1096¢#& () - SU

\ 4" 109K4& () - 1090#& () - {{{#{" {+[-{_?" 1004& (" 10%#& () - LORFHEMAY - IPWHE.
T()- 10%& () - 109%& () - 109w (V- { L{5{7{;

{2107 109%& (\ LO%HE () - 109GE () - 100BGE () - 1006& () - 1006G#& () “10%

X#8! ()~ O D{ H{ L{ N{ P{dD$?" 1096¢#&' () - * 1096 () - 109%¢&! () - 1096 () -

\AP{T{X(\ {A{b{{_? 1096%& 109 () - L0%G& () - 109&! () - 0% () * 109K

#e (). 103 () tEh(ipttiul S

U hoaciefipyLa Shmzagson o apateniaphioiimagesot the inbibited cell dthafter 480 min and

\gstO%(#&a(dwot&d}a/gﬁi% ||(n)age]c9%ﬁoﬁ)mhlﬂ)ﬁe@<%§‘ll @ afteP4&G Fhi E)(r) 109%#& () - {{{{{{{

V4 109 () - 10%(#& ()- 1098 ()- 1098 () - 10%& () - 109%#& () - {{{{{{_

C#? 109%X#& H#HE&' - SU ) . ) ) .

\ 4° 10968 (§) §t§B &r?s)(l)ltﬁ{_ﬁ{? {?%?WG%(#&C@N%WQ&' tﬁs-tatirb%fﬁ&uﬁ?d‘ﬁ)mt()-
* 1096K4& (;»,m HHRIRHE () - 109%& (V- {{{{{{{_? 109%& (" 109%& ()- 1006w& ()- 1

096#&! () - 0%(#& 0)- 0%<#&' ()= 109%#& (Y- {{{{{{dD$?" 1096¢#& () - 10968 () -
1096#&' () - 1096<#8" () -

\ALLL{{{ {2 10968 L oonre: ()-" 1098 () - 10%H& () - 1096#& () - 1096#&' () -
109 ()T{{{]1] SU

V4T 1096H& () - 10U6H#& () - 109& () - 10%6& ()-| ||| ] ]| dDSU

\ 4> 109#&' () - 109#&' () - 109#&' () - 109#&' () - 109H#&' () - 109H#& () - |

| "] & *|,|0] _?SU

\ 4" 1095#&' () - 109#& () - 109#& () - 109x#& () - 109x#& () - 109x#& ()-0| 4| 8| 9
| =] Al _C#? 109%#& () - 109%#& () - _SU

\ 4" 109#& () - 109#& ()-AlClE|1TM QS| _? 109#& (° 109#& () - 109#& () - 10%
X#&' () - 100XH#&' () - 100X#& ()- 109X#& ()-SIW[|]]aleli|_? 100#& (" 109X#& ()
- 100KH& () - 10UXH&' () - 10UXH&' () - 109XH#& () - 109#& ()-i|j|n|r|t|v|dD$?" 10
OXH& () - 109XH#& () - 109X#& () - 109X#& ()- _SU

Vav| z| ~| ||| ] _? 109#& * 109#& () - 109#& () - 109#& () - 109H#&' () - 10YXH#& (
)~ 10%& ()| 11]]_SU \
\ 4> 109#& () - 109#& () - 109x#& () - 109#& ()-|]]]]]||dDSU

\ 4> 109#& () - 109#& () - 109x#& () - 109x#& () - 1096#& () - 109#& ()-| |11 ]|
?2SU

V4> 1095#& () - 109#& () - 109x#& () - 109x#& () - 109x#& () - 109#& ()-1 11111 _

CH?" 1096K#& () - 1096#& ()- _SU

\ 4> 109#& () - 109#& ()-| 111 11| _? 109#& (° 109#& () - 109#& () - 109XH#& () -

C1096KHE () - 1096KHE () - 1096H& (V- [[111]_? 109%#& (" 1096#& () - 1096#& ()- " 1

0UXH&' () - 10UXH&' () - 100XH#&' ()- " 100KH#& ()-||}}}}dD$? 109XKH#&' () - 109XH& () -

1096¢#& () - 1096K#& () - _SU \ 4}

11113177 109#&' © 109<E&' () - 109#&' () - 109#&' () - 109#&' () - 109%#&' () - 10%

X#H& ()-3'}1%)}-}1.}1_SU

\ 4> 1096#&' () - 109#& () - 109%#& () - 109x#& ()-.}2}6}8}:}>} B} dDSU

\ 4> 109#& () - 109x#& () - 109x#& () - 109x#& () - 109#& () - 109#& ()- B} F} Hy L

}PYR V) ?SU

\ 47 10968 () - 109#&' () - 109H#&' () - 109#&' () - 109#& () - 109H#& ()-V}Z}"}

Yc}g} CH? 109x#& () - 109%#& ()-_SU

\ 4" 109%#& () - 109#& ()-g}i}k}oys}why} ?° 109x#& (° 109x#& () - 109x#& () - 10%

X#&' () - 100XH#& () - 100XH#& () - 109XH#& () -y} IIIII} 2  109K#& (° 109#& () - 10%

X#& () - 109X#& () - 109K#& () - 109X#& () - 100H#& ()-111111dD$?" 109#& () - 10

OXH& () - 109XH#& ()-" 109X#& ()- _SU

V43131313137 100#& © 109x#& () - 109#& () - 109#& () - 109%#& () - 109x#& ()-°

109%6#& ()-}1}} 11} _SU

\ 4" 109#& () - 109#& () - 109#& () - 109#& ()-1}}}}}}dDSU

\ 4> 109#& () - 109x#& () - 109x#& () - 109x#& () - 109#& () - 109#& ()-1}}}11})
2SU

V4> 1095#& () - 109H#& () - 109#& () - 109x#& () - 109x#& () - 109#& ()-13313131}_

CH?* 1000K#& () - 109%#& () - _SU \ 4° 109%#& () - 109%#& ()-}}}~~

~~ 2  100XH#&' (" 109XH#&' () - TOUXH& () - 109XH#&' () - 100XH#& () - 109XH& () - 109XHE&

() =20 109 (T 10%KHE () - 1000H& () - 10%H& () - L0Y%HE () - 109XH&

()= 1096KHE& () - " ~#~" ~+~- ~/ ~dDS?" 1096KHE& () - 1096K#E& () - 1096K#& () - 1096K#& () - _

SU \ 4/ ~3~7~;

~=~A~E~_?" 100X#& ~ 100X#&' () - 100XH#&' () - 109XH#&' () - 109XH#& () - 109X#&. ()-" 10

UX#&' () - E~G-K~O~S~T~_SU

\ 4> 109#& () - 109H#& () - 109%#& () - 109KH#& () - T~X~\ ~*~" ~d~g~dDSU

\ 4" 109#&' () - 109#&' () - 109#&' () - 109#& () - 109#&' () - 109#&' () - g~k~m-q



10 109%kk& ()-$ 10%K& ()-$ 109%kk& ()-$ 109KK& ()-$ 109%Kk& ()-$
109%kk& () - $046<@\+?vU4SaGOkV 10%K&' ()-$ 109%Kk& ()-$ 10%k&' g) $
10%K& () - SADFJLPTADvUASaGKV 109%K& ()-$ 10%K&' ()-$ 10%Kk&d(@ MBY 2003
109%Kk& ()-$ 109KK& ()-$ 109%Kk& ()-$TX\ 1bhl _?2vU4SaGkV 10%Kké& ()-$

10% k&

10%Kk& ()-$ 10%k& ()-$ 109%Kk& ()-$ 10%ké& ()-$ 109%k&' ()-$! nprvxpP0?vU4S
10%Kk& ()-$ 109KKk& ()-$ 109%KK& ()-$ 109kk& ()-$SaGokVx| ?2vU4S 1 109%k& ()-$
109%KK& ()-$ 109KK& ()-$ 109%KK& ()-$ 109%k& ()-$ 109%KK& ()-$kQ ?2vU4S
10%KKk& ()-$ 109%Kk& ()-$SaGkV 10%kk& ()-$ 109Kk& ()-$_?vU4S 10 10%Kk& ():-$
109&Kk& ()-$ 10%k& ()-$ 109KK& ()-$ 10%k& ()-$ 109KK& ()-$+?vU4SaGkV
109%kKk& ()-$ 109KK& ()-$ 10%Kk& ()-$ 109KKk& ()-$dDvU4SaGkV 10%k& ()-$
109%Kk& ()-$ 109KK& ()-$ 10%Kk& ()-$ 109KKk& ()-$ 10%k& ()-$_?vUaSaGkV
109KK& () -$ 109Kk& () - $ IAMEKK& () -$ 100Kkk& ()-$ 109%Kk& () - $
10%k& () - $pPO?vU4AS 109 S-10%KKk& ()-$ 100kKk& ()-$
109KkK& ()-$SaGkV_2vU4ay 1 109Kk& ()-$ 109KK& ()-$ 109KK& j\g k& ()-$
109&Kk& ()-$ 10%Kk& () - $pvohmomms 10%<kr&:;(}ﬁ$alilbﬂ%k& () - SERIIS 10%KKE' () - $
10%Kk&' ()-$"&(, 048_?vU4 0 0% _ VKK K1 % T09KKk& ()-$
10%k& ()-$ 10%ké& () - HBZTSHH & fo 5 ool
109%Kk& ()-$ 109%k& ()- 9 LNETX\ amumas@cmw ZIoO%ﬁ & of §-15010%
10%k& ()-$ 109&k& ()-H 109kkd 0( g0 PO%@k&O( 03\ odbjopd v
109%kk&' ()-$ 109%ké& ()-9H 10%& 4204 750 £o ﬁgﬁ 1%’0%&&'0(
109kk& () - $t uxz~pPO?vUAIS 19% (34), 0Dk 1) LRI T
109K Kk& ()-$SaGkV_?2v4ag 1 10%{k& (1)+$ d 0% k& () 19 d %k -$
10%Kk& ()-$ 109%KKk& ()- FkQ ®vU4S A0%kI0&0 ©)* $ 40K losd 8 (0) ¢ $iSa -$
10%k& ()-$_?vU4sS 10 100&kkZ ()°%° ;o%ek‘&"( gt 10%@ (905011
109%kk& ()-$ 10%Kk& () - H+2viusqiky ;@%%@@ &p(g%z,
109K Kk& ()-$dDvU4SaGKV |[10%ek&'[6)o $ 1@UKI6& () & () o
109%k& ()-$ 109%KKKk& ()-9H ?vIB4S4EaKY AOUKRE ()¢ &b (0) 8
109%k& ()-$ 109%k& ()-94 10 k&‘g(g, POPY MU S 199 )

()-%

109kk& () - g§sa

17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
a3

OOOOOOO00406000000400-‘00-@

CO0O00CRCOCO~-0DO0ODDOLOOO0OO0OOO0OODOO
OO0 4000000000 —-A00000DO0OCOO0O
O+ 00t 4022000 OQO = ek d OO =t ik md tl
C0000CO0CO0O0O0O00DO0ODODODOOOOOOOOO
0000000000000 O0O0O0OOOOOOO0O0 O,
CO0OO0D0O0O0ODO0OOO0O0OO0DOO0OO0OO0UO0OO0O0O0OO O
- et OO0 =k el Qe d OO0 RO et el O ok oad e b

o—t--—-oo-.o_xoo_...._;ooooo..._.._-._.._._;':
ooooooooooooooooooooooooo%%@oc%
ooo,o-ldoo-sooooooooooco-t-h-n-tgia ga
Ot O A L 0O LI A OOCO SO OO O ok ottt O D D¢

L0000+ =2 0=-a0000000 200000 1 1@R

C0O0D0O0OO0O0O0OO00O0O0O0O0O0O0O0DO0COOOOO O
CO0ODOCCOOCOCOCOOO0O0O00OOOO OO ool

OOOOOOOOOOOOOOOOOOOOOOOOO"J

O =2 24000~ 0000200000000 QOOO

!Protein code= binary code per line



_2vUAS 1 109%KK& ()-$ 109%KK& ()-$ 109%KK& ()-$ 109%KK& ()-$ 109%KKé& ()-$

109%K& ()-$"$kQ 2vUAS 109%KK& ()-$ 109%KK&' () - $SaGkV 109%Kk& () -

109Kk& () - $$(*. 26:

_?2vU4S 10 10%Kk& ()-$ 109%k& ()-$ 10%kk& ()18 MAoMess ()-$

$

109%Kk& ()-$ 100kk& ()-$: >@IK+?vUASaGOV 109%K& ()-$ 109%K& ()-$
109KK& ()-$ 109Kkk& ()- SKOQUN _dDvU4SaGokV 109kK&' ()-$ 100kK& ()-$
109KK& ()-$ 109Kkk& ()-$ 109%K& ()-$ 109%KK& ()-$_cgkmsw_?vU4SaGkV
109KK& ()-$ 109Kkk& ()-$ 109%kK& ()-$ 109kk& ()-$ 109KK& ()-$
109KK& () - $wx| ~pPO?2vUAS 109%KKk& ()-$ 109kk& ()-$ 100kk& ()-$

109%K& () -
109%k& () -

100KkKk& ()-$ 109%KK&' () - $+’>vu43aGOkv 109k & () $ 109%k& ()

109%kk&' () - $dDvU4Sa]
109KK& ()-$ 109KKk&
109kKk& ()-$ 1oo/<kk8T
109Kk &' () - $SaGoKV

109KKk& ()-$ 109kKé&
109KKk& ()-$ 109Kké&)
109%Kk& ()-$ 109Kké&
109%kKk& () - $BFINPVZ

10%k& ()-$ 109%kké&f (

109%ké& ()-$ 109KKk&
109%K& ()-$ 109KKk&
109%KKk& () - $SaGkV

$SaGOkV_2vU4S 1 10%K& ()-$ 109KK& ()-$ 109%KKk&' ()-$ 10%KKé& (
109%KK& ()-$ 109KK& ()-$kQ 2vU4AS 109%KK& ()-$ 109KK& ()-$SaGOkV 109kk& (
$_2vU4S 10 109%Ké& ()-$ 109KK& ()-$ 109%k& ()-$ 109%KK& ()-$
-$ 10%Kk& ()-9%
°10%<k& ewm 28- $4309kk& ()-$
&4 < i E'§-$40%<k&() $
K&: (o)o%o -$
o$ 6 0?2wd4B 116) olﬁ)%<k8d @)0$
QoAR&s g)w 18%‘(15&:(%05# 0
o K081 (9 ¢ 52 GOKV
o1
M o)o§ }Q)/kka?w( 2§ %q‘%
GGkV c1(b%(|0&1 (0 1% 20k (0 0P
(9%<I4&§< °)°$zg abgpPO?Y Ug/gkglg (% $ 10%Kk&: ()-%
\(géyg} S 00R K& 189KKk& () -$
B ere e 1919 03
e)+% d@%lo&o (1) 1% 2wWIES 10 8D -$ 10%k& ()-$
109%kk& ()-$ 10%Kké& '
109%kk& ()-$ 109KKk&
109Kk& ()-$ 10%k&
109%kk& ()-$ 109KK&
109%kk& ()-$ 109Kk&

GO 1d
()23_7Y
()43% 1
10(@;&1
8‘% 1
()4s$ 1
?v4d4 S
)S0g 1
()2$sd

()gs$ 1
109k &

8% 1
CE

()&$ 19

()se$ 1

()e$ 1

61

62
63
64
65
66
67
68
69
70
7
72
73
74
75
76
77
78
79
80
81
82
83
84
85

QUK &0 (0)0 D 10%(I@&b(0)0$+
ﬁg&i g) § JubAA Ky age
$ 10%ige; (

Q%K K& (o)o$ 1 % ka&'s (

0%k k& (0)o P

-t
H

86

kY
101000 +2 0000000000000 A2000000

CO2 00000000000 A2 0C0O0OO0OO0O0O0 0O G QSR

QOO0 O00DO0OU0CO0O0D0DO0CODO0ODDDO0O0O0DO0O0O000O0 00N

-t 22 0000000000000 Q= 200000000

O 2000000042 000 QO0O0 4+ 00000000O0
_t el A Ad A O A0 L0000 A AO A0 A2 OO0 20O
MO 020000000~ 200000 -+AaOO0O0OO0O
e NeNeNoNoNoNoelloNoNeNeNelNolleNeNoNe e lNo Rl
000 QCODO0OO0OO0O0DO0DO0O0O0OO0OOO0O0DO0O0DO0DO0DDOO00O0OO
CO0O0O0O0O0OL000O0O00DO0O0OODO0DO0O0DO0O0O0OOOO
P O A >~ S = I~ = ™ S A, PR S A o« I« I« I SRS N B S S e Y S o )
-t Q= 200002 00000200400 =0000
S T U - JR S N . R S I = I = T ST U - I = JP TR QT RpY
L OHA AR AODO0O0O L0000 24204200020
- ek ek el el O et dh A OO Ot ed kO et Ot eded O koot
0000000000000 DOOCO0OODSOO
0000000000000 O0DO0OOO0O0OO0O0O0DOOO0

BEi




109KK& ()-$SaGokV_2vU4S 1 109kk& ()-$ 109KK& ()-$ 109KK& ()-$ 109KK& ()-$
L0%K&' ()-8 109%K& ()-$ KO 2vUMS 100K () -$ 109K () - $SaCCd/gIMAKES () - $
109KK& ()-$# +_?vU4S 10 109%kk& ()-$ 109kk& ()-$ 109kk& ()-$ 10¥Kk& ()-$
109KKk& ()-$ 100KK& ()-$+/ 17: <+?vU4SaGaKV 109kk& ()-$ 109kk& ()-$

109%KK& ()-$ 109%K& () - $<@FHLPADvU4SaGOKV 109%K& ()-$ 109Kk& ()-$

109%Kk& ()-$ 109&k& ()-$ 109%kk& ()-$ 10%Kké& ()-$PTX\ Adh_?vU4SaGokV

109KKk& ()-$ 109&KK& ()-$ 109%Kk& ()-$ 10%KK& ()-$ 109KK& ()-$

10% k&' () - $hi nosupPO?vU4S 10%Kk&' ()-$ 10%k& ()-$ 10%k& ()-$

109&Kk&' ()-$SaGokVuy} ?vU4S 1 109KKk& ()-$ 109KKk& ()-$ 109KK& ()-$

109Kk& ()-$ 109%k& ()-$ 109%Kk& ()- $kQ 2vU4S 109%KKk& ()-$ 10%kké& () - $SaGkV
109KK& ()-$ 109%KK& ()-$_?vU4S 10 109KK& ()-$ 109%KK& ()-$ 109%KK& ()-$
109%kKk& ()-$ 10%<k§L ()er$ mwk&Q)uwovumaG@m/omw 9-$o 0%kk&' ()-9$
109%Kk& ()-$ 109%kk& ()88 $d @]M‘O%‘k& 9- $1409Kk& () - $
109kk& ()-$ 109%kd ()2 $ t %E Fl)@(gk 1- Sed09ke () -$
10%k& ()-$ 10%k& (g $ 115 )1 $pPE2y|Us 1084&k& () -$
109%k& ()-$ 109%k& ()e2$ 6)%(’«& t>$8a&3(3kv oS d o100kkd (98 $ 109KK& ()-$
109&k& ()-$ 109%k& ()B$ 19% )¢$ 10%RE )Q$l<#|ec9?v S ADIKKE ()-$
10%k& () - $SaGkV 100§§k&'§) /gkéggg % 3L§ Wisiio Mhokke ()-$
109%K& ()-$ 10%KK& (e $ éi o & s10okkel 00 ol L al
109%k& () - $9="El J4?Vv 44 Sa(xie\V1 2084k & 1 ) - 1$010%<d<& 16%kké () - $
109%K& () - SINPTVZ\dDAUSATIKY LOMKR & )t$ °l@%<k&1 ) $ LR KR () - $
0%<k&() $ 109Kkd&' ()100 Bf&kﬁggf A(p v 0 vi'%< () - $
10%<k& ()- IS 10%<k8.' (hee$ 10%KK&' 6)0—$116°Akk& @)+$Sa@a< X Wadg 1 10%<k& ()-%
109&k& ()-$ 109%kkd& () 10%Kk& )a$11®%< g)as 4 0%kk&oq) - $kQ 2vU4AS
109%k& ()-$ 109%Kkd ()}§$s V°1 %<R $:1 %kRE ()95 29U 10 109KKE& ()-$
10%k& ()-$ 10%k& (s 1D wg)o k& o) § 18%k&d) - Btovuasackv
109%KK& ()-$ 109%Kk& (ner$ 10%WKK& 6)o $ 110%<k& 0) o $dDeUBISaCHk Vod 0%Kk& () - $
109% k& () - $1o%(kg'()108$_Q)%(k&'go.g1o111oo11oo 0.6 6 .

108 0001000000000O0O0CO0CO0OQO 0.6 X

110 01100001111 1001000 04

111 0010000001 0000O0O0OOCO 0.4

12 101000010111 001000 0.8

113 01100001111 1011000 0.8

114 011000001 1T00000000 0.8

s 00100000011 1001000 0.7}

116 10110007101 01T001000 0.5

117 10110001001 1011000 0.5

118 101100110111 0113% 100 0.4]

119 00000001001 0000DO0O0C0O0 0.8

120 011100011111 011000 0.7,

121 00100001101 1001000 0.7,

122 0110000011 00000100 0.6

123 0000000011 00001000O0 0.6

124 1100000011 00001%1100 0.5

125 0100000111 00001TO000CO0 0.5

126 oo0ot1t0001T1011t1011000 0.5

127 001000011111 000000 0.5

128 1110000011 00001100 0.2

129 011000011 100001000 0.2

130 101100010101 011T100 0.6

131 1010000101 01001000 0.5

132 o1110001110t1t001T100 0.5

133 01000001101 000000 0.5




109%KKk& ()-$ 10%Kk& ()-$_2vUASaGkV 109%Kk& ()-$ 109%kKk& ()-$ 109%Kk& ()-$.
109k k& ()-$ 109KK& ()-$ 109%Kk& ()-$ pPO?vUAS 10%KK& ()-$ 10%<lga;g(m\$ 2003
109%Kk& ()-$ 109Kk& ()-$SaGkV _?2vU4AS 1 109%ké& ()-$ 109%k& ()-$ 109Kk&' ()-$
109Kkk& ()-$ 109&K& ()-$ 109kk& ()-$ & +/ 1kQ 2vU4S 10%K& ()-$
109%kk& () - $SaGkV 10%k& ()-$ 109kk& ()B5$157; 720G 2vU4S 10 10%Kké& ()-$
109%kk& ()-$ 109KK& ()-$ 109Kk& ()-$ 10%KK& ()-$
10%Kk& () - SGKVBWK+?vU4ASaGKkY 109%kk& ()-$ 10%Kk& ()-$ 109Kk& ()-$
10%kk& () - $X\ ~bdhl dDvU4SaGOkV 109&Kk& ()-$ 109%kk& ()-$ 10%KK& ()-$
109%kk& ()-$ 109KK& ()-$ 109%kk& ()-$l pt xz_?vU4SaGkV 109%kk& ()-$ 10%Kk& ()-$
109%Kk& ()-$ 109K& ()-$ 109kk& ()-$ 10%K& ()- $pPO?vUAS 109Kk&' ()-$
109%kk& ()-$ 109KK& ()-$ 109%Kk& ()- $SaGkV_?2vU4S 1 10%Kk& ()-$ 109%Kk& ()-$
109%Kk& ()-$ 109&K& ()-$ 109Kk& ()-$ 10%KK& ()-$kQ 2vUAS 109Kk&' () - $
109%kk& () - $SaGkV 10%gds& 0 1% B0%6K& () -150 % B4S 110 o 1Ok K& (a $ 109%Kk& ()-$
109%Kk& ()-$ 109KK&|() 18 10P8cked'o(9 oS0 HOYbak & o p-B+2v 4GV dDIKKE () - $
109k k& ()-$ 109KKk&|() 1% 1pomke1(9 n$elmu4:saeoa\p 10%Qk@' (p4$ 3DIKKE ()-$
109KK& ()-$ 109%k&|() 3% 100@1k1( 930 J?O%Pk 34 aGERV ADIKKE ()-$
109%k& ()-$ 109%k&|() 1 10&1&3( 255 Bodack ‘ “‘18) wkde: £3- sppo2vuss
10%Kk& ()-$ 10%KK&'|() 14 108 -o$0300%6<&1()3c$ a@®kb/ 6. _GyUAS 1
109%kk& ()-$ 109%Kké&|[() 1 1)%Qk&o(9-o$o 109Gk & Y p- B 110%KKE 041- Soz
109k k& () - $. 489="k (¥ ?2¥@4 S| QKK &2 )039 Q JORK&O (9 3 za kVOq0A&E& ()-$
109%kké& () - $?CEl MU|?vifis 1D 11)%( )@oﬁ 1¢O/}<I§ Q,)‘zg ‘O’LOO/%&X $ 109%k& () -$
100kk& ()-$ 109KK&]() +45UY[@ef +3v V| 00k’ (§ o8 S0 100késd ) -
109%kk& ()-$ 109&K&|() 34f | q)nvdeleGSalGO@/omW«&O{)o & 108kkad () - $
109%K& ()-$ 109%K& |() 348 1098KK( °$° 1‘0%<1k&‘()’ 1$2 W us& 1 109KKk& ()-$
109Kkk& ()-$ 109KKk&|() 5 1)%3@ ( Codadk gﬁ% & £} | v4SaGOkV
#L109%& () - 10kk 10kk 10k Koy LOVKKES () 5 $ m L od0ogd () -
109 ()-"1 109& ()-|" 1BY&RI h-1 010%Rb (o) 4 "1 mop/«&c(y osms 20904 ) -" 109%& () -
109@& ()-" 109 ()-"| 10%& (9-1"0 POYE §)- 1 1QUR(9 1" UDTHS 249 I () -"
109& () -" 10%& () - 154 |000000001000001000| 04 02

155 111000011 100011100 0.2 0.3

156 01000000CT1T010000O00 0.2 0.3

157 001000010001 000100 0.2 0.3

158 100100000000001000 0.1 0.5

159 01000001t1001000000 0.1 0.5

160 001000010101 011100 0.1 0.5

161 000000011001 001000 0.1 0.5

162 0ot1100011101011000 0.4 0.1

163 0t1t100001110001110°0 0.4 0.1

164 0100000011 01001000 0.4] 0.1

165 001000010001 001100 0.4 0.1

166 1111001 11111011100 0.2 0.2}

167 1114100001100 001100 0.2 0.2

168 0110000111 00000000 0.2 0.2

169 o011000100O0D0ODOO0CT1TODDO 0.2 0.2

170 001100000001 001000 0.2 0.2

171 001000011 000000CO0O0COC 0.2 0.2}

172 0000O00O0100O01TO01T1000 0.2 0.2

173 0111000111 00011100¢0 0.1 0.3

174 1111000011 00011100 0.2 0.4

175 101100011 101011000 0.2 0.1

176 10100001001 1001000 0.2] 01

177 10000000000O0CO0O0T1TO0O0C0O0 0.2 0.1

178 000100010101 011000 0.2 0.1

179 000000001101 001000 0.2 0.1

180 11110001111 1011000 0.1 0.2]




109 ()-" 10% ()-" 109%& ()-"cGrD74 109%& ()-" 10% ()-" 109% ()-" _}EO p8sd
109& ()-"tX<4 10% 109& ()-" 109& ()-" 109%& ()-"8 109& ()-" 1%/55‘»@( 500
109 ()-" 10% ()-"(tX<_}EO p8%dj & 109%& ()-" 10% ()-" 10%

10% ()~ dD<_} EO p8$dj 10% ()-" 10%& - 109 ()-" 109 ()-" 10%& ()-"
109 ()-"' (.cC<_}EO p8$dj 109%& ()-" ()" 109 ()-" 109%& ()-" 10%& ()-
109 ()-".5<=?C_CHC 109%& ()-" 10%& () _} EO p8$dj 109%& ()-" )
109 ()-"CG MOSW ? 109%& ( 109%& ()-" 109%& ()-" 100& ()-" 109%& ()-" 109%& ()-
109& ()-"W] cdhl cC 109& ( 109& ()-" 109& ()-" 109& ()-" 109& ()-" 109%& ()-"

109 ()-"1 moswydDSC 109& ()-" 109& ()-" 109%& ()-" 109 ()-"_}EO p8$djy} 2
109 109 ()-" 109 ()-" 109 ()-" 109 ()-" 10% ()-" 109 ()-"#?_}EO
p8Sdj 109 ()-" 10% ()-" 10% ()-" 10%! ()- dD }EO p8$dj 109& ()-"

109& ()-" 109& ()-' 100 z)-' i%(%q 13) 0 p8di 10%& ()-"
109 ()-" 109 ()-| Le0&|6)7 > o Q% ol 31 1 ‘?{«Ee ‘° sy -
109%& ()-"_}EO p8$d 3@50/& 6)et 10%o( )01 1:00/&(016) (0)1“ odl0%& () -
109& ()-" 109& ()-| Tev&[e)e" dQUR'o()-1"eC 100& 1 010 (0)1 ' 040%&' () - )
10%& ()-" 109%&' () - %Qﬁ’/& )2 %go gq v g[ﬁgt 01%&0(2 Poogog) - 109%& ()-
109 ()-" _}EO p8$c) 75,1094y 004 {)o-; 110%: (§p1§30| O P () -
1098 ()-" 109& ()-| "#be +#7_g k0o p8&HA] 1 WOVE 8)01 L1090l ) o) 1@Y& () -
109& ()-"+-157; =d0 } igggeggdglgg& gé;j": ;Wgé)’_f ;mqy Eogw °38(0§§ 8
109& ()-" 109%& ()-[= ( } j1 Q0o q P-1 0109 (O} " o _
10%& ()-" 10%& ()-|' 160 |b)g TRVEY] 5 BAC) Toda )} 7 agte o~ oot} EO PES)
109& ()-" 109%& ()-I' _aes k48 o7 110%E Q‘V%H()ro 00000 0

184 00100011001 1011000 01 0.4

195 00100001001 1001100 0.1 0.1

196 60100001001 0000000 0.1 01

197 001000010000011000 0.1 041

198 00010000011 1001000 0.1 0.1

199 0001000001000O0100°0 0.1 0.1

200 000100000001 001000 0.1 0.1

201 coo0t1000O0O0COO0O1TOO0QOO0CO0OO0OOD 0.1 0.1

202 000000010011 011000 0.1 0.1

203 0000600010001 000100 0.1 0.1

total 971.3] 9909




109%& () -

109& () -
1098 () -
109 ()~

109& () -

109& () -

109& () -

109& () -

109%&! ()-
109%& () -
109%& () -
10%& () -
10%& () -
109%& () -
109%& () -
10%& () -
10%& () -
109%& () -
109%& () -
10%& () -
10%& () -

100/&'()-'" 1098 ()-" 10%& ()-" 109% ()-"suycC 109%& ( 10%& ()-

109%& ()-" 10%& ()-" 109 ()-" 10%& ()-"dDSC 10%& ()-" 10% ()-
109&' ()-"_}EO p8%dj_? 10%&' 10%& ()-" 10%&' () e/@f(%
10%& ()-" 109%& ()-"#?_}EO p8pdj 109%& ()-" 0%&")1
dD}EO p8$dj 109&' ()-" 109%&' ()-" 109%& ()-" 10%& ()-" 100/&'()
_C }EO p8%dj 10%&' ()-" 109%& ()-" 109%& ()-" 10%& ()-" 10%&'()-
_CHC |10%&'() " 109 ()-"_}EO p8%dj 10%&' ()-" 109%& ()-"_? 10%& (
109&' ()-" 109& ()-" 109%& ()-" 10%& ()-" 10%& ()-"cC 10%& (
109& ()-" 10%& ()-" 109& ()-" 10%& ()-" 10%& ()-" $&DEC
1098 ()-" 10%& ()-" 109%& ()-"_}EO p8%$dj &, 046: ? 10%& 10%& ()-
10%&|()- 100& ()-" 100& ()-" 109& ()-": @\El J#?_}EO p8$dj
10%&.() 109&' ()-" 109& ()-"JMQUW]dD }EO p8%dj 109%& ()-
OW&I()MW&'() 109& ()-" 10%& ()-"]aegkqr _C } EO p8$dj
109& () 1 : . Vo ] vz{~_C#C
109&' ()1"_}EO p8%dj 10%& () 10%'()- MOOENY of 1 09&. () -
10%&-()_p " { 1w 18}, " cells ]_0%&.()_..

" 109 ()17 ADY&I A b-3' 41D%E7 (g) 0 10 (A 1£ J5-18 )-" 10%& () -
10%&' () {™_HED [B%df 070 DOF o WOY& 0)0 1 a9 DO& ()-"
109& () 1" BOYRIYQ °'#’7°}°E€) ‘p8$dg QRO (9 o0 " 109 ()-"

"dD }EO pgsdj 10@3(3 10 &%o . 11804&1( g"g " 1098 () -

_C}EO p3$djs 10PRo(4 o' o BOYE b)r b 16%1(d 00 " 10%& () -

6 00010000000600O01100

7 10100001111 1011000

8 001000000O0O1000O0O0COC0

2] 1i11100011101011100

10 001100011101 000000

11 o0000O0CGO11111001000

12 1110000111 01011100¢0

13 1100000011 00001000

14 101100011111 001000

15 101000010001 011000

16 1001000001 00011000 \
17 100100000001 001100 0.0]
18 1000000000000 11000 .
19 co11000011101011100 0.0}
20 011000011000000000 0.0
21 010000001101 001100 0.0
22 0100000011 00011100 0.0
23 001100011011 001000 0.0]
24 001100011001 001000 0.0
25 0010000610101 101000 0.0
26 00100001001 0001000 0.0
27 00000000001 0001000 0.0
28 11410000111 11011100 0.0
29 1{i10000011100011100 0.0
30 101100000000001100 0.0
31 101000111111 011000 0.0
32 co11100011111011100 0.0
33 o11100011100001000 0.0
34 0111000011 060001100 0.0
35 o0t1100000011001000 0.0
36 001000011100000000 0.0
37 oo1000010111011100 0.0
38 00100001011 0001000 0.0
39 001000001011 000000 0.0

: Protein code = binary code per line



109&' ()-" _C#C 10%& ()-" 109%& ()-"_}EO p8%dj 109& ()-" 10%& ()-"!% 2
109 ( 109& ()-" 10%& ()-" 10%& ()-" 109%& ()-" 109& ()-" 10%& (3 W +£ 05;36:’>CC
109& ( 109%& ()-" 109%& ()-" 109%& ()-" 109%& ()-" 109%& ()-"

109& () - ">’>BFJLdD$C 10%&'() " 0%&'() 1098 ()-" 10%&' ()-"_}EO

p8$dj LPRVZ\ ? 109%&' 109 ()-" 10%& ()18 100& ()-" 109%& ()-" 10%& ()-

10%&' ()-"" fgkop#? }EO p8%dj 10%& ()-" 10%& ()-" 10%& ()-"

10%&' ()-"psw{}dD }EO p8%dj 109%& ()-" 10%& ()-" 10%& ()-" 10%& ()-

109%& ()-" 10%& ()-"_C }EO p8%dj 10%& ()-" 109%& ()-" 10%& ()-" 10%& () -

109%& ()-" 109%&' ()-"_CHC 109%& ()-" 10%& ()-"_}EO p8%dj 10%& ()-" 10%& ()-"_?
1098 ( 109%& ()-" 109%&' ()-" 10%& ()-" 109%& ()-" 10%& ()-" 109%& ()-"cC 10%& (
109& ()-" 109%& ()-" 10%&'() " 10%&'() " 10%& ()-" 109&' ()-"dD$C 10%& ()-"

1098 ()-" 109%& ()-i 109%& ng dd ? 109 109 ()~ 109 ()-
1098 ()-" 109%& ()-I 10w @0/& 52 Peho p¥3§ 0109% (P9" 10%& ()-
10%&' ()-" 109 ()-| di2 }HQ ¢p8$djo aQ,O/ A1) T o T g liag O+ 10%& () -
109 ()-" 109%& ()-|#)4_ C}0E®0p8$dp o1@%&b (1) 0"0 ]zOP/&'c()) " BDUR( ) - " 10%&'()
109 ()-" 109%& ()-*. %36 00/&3( 0'0100%@ B) p8Bdjed109%& ()-"
1098 ()-":>@FJIN ?| 1098 ( 11)02&, i 11*0@ g-"g;}lo& ()-" 10%& ()-
109%: () -"NPTZ[ _ccd 104 (|110%1 ()00 10%& 11110(&, -"oall0% ()-" 109%& () -
10%&' () -"cdgkoqdD$IC 1@%&'|a)+ " 1@%& o ¥ -1" 1 WY& ¢)+ 6 dLOVE oft) - ‘o) EO p8$dj quvv{_’?
109& 109 ()-" 10p&! ) - "| DY@ (9 0'0 1098 Y ¥ owm%apg -"oA10%g' ()-"#?_} EO
p8$dj 109%& ()-" 10p& 1) 11})%0 g g,q%p-g(g g' 0383301 %R ()-"
109%&' () - 52 110000001101011100 0.1

53 110000001 10000O01O0T0 0.1

54 10110001101 1011000 0.1

55 1011 00010111001 100 0.1

56 101100010011 001000 0.1

57 1011 00000O00O0CO0O01TO0O0TCO0 0.1

58 1010001101 01011000 0.1

59 10100001111 1011100 0.1

60 101000011101 011000 0.1

61 10100001011 1'111000 0.1

62 101000010101 011100 0.1

63 1001001101 00011100 0.1

64 1001 000101110117 000 0.1

65 1001 00010101011 000 0.1

66 100100000000 O0CO0OT1TT1O00 0.1

67 100000011101 011000 0.1

68 10000001011 10049000 0.1

69 100000010011 011000 0.1

70 10000000000 1TO01T1 000 0.1

71 1000000000000 11100 0.1

72 1 0000000000O0COO0O1TT1TO0OO 0.4

73 011100011101 000000 0.1

74 0t1t1100001101011000 0.1

75 011100001101 001 100 0.1

76 011000011111 001100 0.1

77 01100001111 1000100 0.1

78 0141000011101 101100 0.1

79 011000011101 000100 0.1

80 0110000111 00101100 0.1

81 0110000111 00011000 0.1

82 0110000111 00000100 01

83 01T1000001t111001000 .09

84 011000001T0O01T0O0O0O0OO0TOD 0.1

85 0101000111 00001100 0.1

86 0101000111 00001000 0.1




109& ()-" 10%& ()-" 10%& ()-" 10%& ()-"_C }EO p8$dj 109%& ()-" 10%& ()-
109%& ()-" 10% ()-" L10%& ()-" 109%& ()-"_C#C 109%& ()-" 10% ()-"_}EO p8sd
109%&' ()-" 109%& ()-"_? 109%&' ( 10%&' ()-" 10%& ()-" 109%& ()-" 10@@'%"2003
109 ()-" 109%& ()-"cC 10%& ( 109%& ()-" 109& ()-" 109%& ()-" 10% ()-"
109 ()-" 10%& ()-"dD$SC 109%& ()-" 10%& ?)-" 109 ()-" 109%& ()-"_}EO p8%$dj
2 10%& 10%&'() " 109& ()-" 109& ()-" 109%& ()-" 109%& ()-"
109 ()-"# (#?_}EO p8$dj 109& ()-" 109%& ()-" 10%& ()-" 10%& ()-"(+/ 359;
dD }EO p8$dj 109& ()-" 109& ()-" 109& ()-" 109%& ()-" 10%& ()-" 109%& ()-
?2CEI OP_C }EO p8$dj 109& ()-" 109%& ()-" 10%& ()-" 10%& ()-" 109%& ()-
109%& ()-"PSWK[ __CH#C 10% ()-" 10%& ()-"_}EO p8$dj 10%& ()-
109%& ()-"_cei kos_? 109& ( 10%& ()-" 109%& ()-" 109 ()-" 109& ()-" 10%& ()-
109%& ()-"suycC 109%& ( 10%& ()-" 10%& ()-" 109%& ()-" 109%& ()-" 109%& ()-
109%& ()-"dDSC 109 ()er" @%&0(1) 2"0 RO’ { -0 01OURD (0)0' Yo p8sdj ? 10%&
109 ()-" 109& ()-I' 1Bo|p)t @0/&0( A Io%@ g’)1 ° GO - 342 }EO p8sdj
109& ()-" 109& ()-I' 189w 8 'o( ‘"bgi % ¢ chode (fa" 109 ()-
10%&'()-" 109 ()-I" 1H9& )f %&9() 1" 0 & b 0o P8 oLO%E (hel" 10% ()-
109& ()-" 109& ()-|' 1R%& ())0": ﬂ.(bo/&'o() "1 G#C010%&1 (9 o DY) - * ) EO p8%dj
109 ()-" "10%& ()-I'_2310%& { 11098 )1'0 100/&1 1‘0@7%' Ot " °909& () - "
10%&' ()-" 109%& ()- 'cc?“looeg 1}b igy 11D% OnF  odova: () -
100& ()-" 100& ()-I"&kd 4 08 o 116 )il 168& ()-"_}EO
p8%$dj (, . 268<_? 100/#&' 0o ( JJOG/&' olﬁ)%&b(1)-1" Do) o8 109& ()-"
o8 0

%o

c)~|1 ( 0d

001100001101001000

99 001100000101000000
10 |loo1000111111011000| 01 o0
1014 |[0o0100011110101100¢0| oi 00
102 loo1000141011011000| 01 00
103 |oo1000011111011100| o1 o0
104 (0010000111011 01000| 0i 00
105 |oo10000110010111000| o1 o0
16 |loo10006011001000100]| o0i o0
107 loo1000010111101000]| oi o0
18 looi1000010101000100| oi o0
19 |loo1000010100011000| 01 o9
110 |oo1000010011010000| o0i 00
111 loo1000010001011100] o1 o0
12 |oo01000001111001000| o1 o0
112 |00100000101100100O0}| oif 00
114 |loo1000001001001000| o0i o9
15 |001000001000000000| oi 00
116 |0 0100000011000100O0| O0i OO
177 |ooo100011001000000| oi 00
118 looo0100010100000000{ 01 00
119 looo10o0010001011000| of 00
120 |ooo0o100001001001000| o1 00
121 |looo0o100000101001000| ot o0
122 |looo0100000101000000| oi 00
123 looo0o100000011000000| off 00
124 |loooooo0oo011101011000f 01 o9
25 o000 00011000001000[| off 00
126 |oooo0oo000101000001600| 01 00
127 loooo0oo0oo0010000011000| 0i 00
126 |0 000 000100000001 00| 01 00
129 |loooo0oo000010611000000| o0t 00
130 {0000000000010071100| 01 00

0 000000D00001000100




109%& ()-"<BCGKL#? }EO p8$dj 10%& ()-" 10%& ()-" 10% ()-"

10% () -"LOSW _dD }EO p8$dj 10% ()-" 10%& ()-" LO% ()- 10%&'()

109 ()-" 10% ()-"_cgi mst _C_}EO p8$dj 10% ()-" 10% ()- 1oq/«§

109 ()-" 109& ()-" -109& ()-"tx|} _CHC 109%& ()-" 109%& ()- _} EO 8$d

1098 ()-" 109& ()-"_? 109%& ( 109%& ()-" 2909%& ()-" 109%& ()-" 100/&'()

109 ()-" 109%& ()-"cC 10%& ( 109& ()-" 109& ()-" 109%& ()-" 10%&'()-" _
1098 ()-" 109%& ()-"dD$C 109& ()-" 109& ()-" 109& ()-" 10%& ()-"_}EO p8$dj 2
109%: 10%& ()-" 109& ()-" 10%& ()-" 10%& ()-" 10%& ()-" 109%& ()-"#?_}EO
p8$dj 109%& ()-" 109%& ()-" 10%& ()-" 10% ()-"dD_}EO p8$dj 10%& ()-"°

1098 ()-" 109& ()-" 109& ()-" 109& ()-" 10%& ()-"_C_}EO p8$dj 109& ()-"
1098 ()-" 109& ()-" 109& ()-" 109& ()-" 10%& ()-"_CHC 10%& ()-"

10% ()-" _}EO p8%dj_1Q9& ()-" 109& ()-"!# + ? 10%& ( 109& ()-" 10%& ()-
109%& ()-" 109& ()- %€ ()-" 109& ()-"+-178<@C 10% ( 10% ()-" 10%! ()-"

109& ()-" 109& ()-[ L10Y&]() - 10%& ()- " @DHCNIDSC TOYET -vzflO%&'()-
109& ()-" 10%& () - E@%E%SMJ NRTX\ Bteirs (1. Q8 Binar) 0 V& ()-c;hi_ce,fgz’(); 19%& ()-
109%& ()-" 109%& ()-T g)- DT 77} ED pES ] iUZfbm_ g %é?c)() 10% ()"
109&' ()-" 109& ()-F G-H358 '_!-'/v: ALy 10001t " '
109& ()-" 109%& ()-|'_C,} Ec*p},8$ 13)03&";) "O;ﬂ % 10-8 %oy (P 109%& ()-
109%& ()-" 10%& ()-| _DEC 1100 d )o- 01003/«& 2)0‘0 edd| 10peLl) - .
109& ()-"wWW110% [L0% Q &o(9 4 0])0%0@&'6)&101@%@&' ) 00, 1086 Q & () -
9$&10% Q & () -' 1010108 ?wu\mm% 010% 91&4 ()10 20%41Q & ()09 289% Q& ()-
10%Q&()- 10%de&l)- Q 0&99; \&(\%5[3 A 31 %q; (E@ 10% Q & () -
10% Q& ()- 10%Q&§)- 1(9 'Qo&)o)oo Z 'c()oo PS4 Q& () -
001000000111 000000 0.0 0.2]

10 000000011100001000 0.0 0.2

11 0000CO0000000O0CDO011TO0O00 0.0 0.2

12 111100011111 001000 0.0 0.1

13 1111000011001 11100 0.0 0.1

14 1111 000011000061 000 0.0} 0.1

15 110100001100001100 0.0 0.1

16 11000000111 0001000 0.0 0.1

17 1100000011001 11100 0.0 0.1

18 10110011111 1011100 0.0 01

19 101100110101 011100 0.04 0.1

20 1011001101000 11000 0.0 0.1

21 101100011101 001000 0.0 0.1

22 100100001000001000 0.0 0.1

23 100100000001 001000 0.0 0.1

24 100000010001 011000 0.0 0.1

25 1000000O0CO0O1TO0O1TO011 100 0.0} 0.1

26 100000000001 001000 0.0 0.1

27 011100011000001000 0.0 0.1

28 011100010101 011000 0.0] 0.1

29 011100001101 001000 0.0} 0.1

30 011000011111 011100 0.0 0.1

31 011000011011 001000 0.0 0.1

32 011000011001 011000 0.0 0.1

33 011000001101 001100 0.0 0.1

34 0110000011001 00100 0.0] 0.1

35 011000001011 000000 0.0 0.1

36 010100001100 001100 0.0 0.1

37 010000011111 011000 0.0 0.1

38 010000011011 001000 0.0 0.1

39 010000011 0000000¢00O0 0.0 0.1

*Protein code = binary code per line
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10% Q & () - dD$'> 10 Q& ()- 10 Q& () 10 QA& ()- 10% Q& ()-_;<
C._? 10% 10%Q & ()- 10% Q& ()- 10% QA& ()- 10% Q& ()-
10°Q&'()-0%{1£Iﬁ§&'()-_< C 10%Q&()- 10%Q&()- 10% Q& ()-
10% Q & () 10 Q& ()- 10%Q& ()- 10% QA& ()- 10% Q& ()-
104Q & ()- 10%4Q&()-_?< C 10%4Q&()- 10%Q&()- 10%Q&()-
108 Q& ()- 10% Q& ()- 10% Q& ()-_C#? 10%Q &ég- 10% Q& ()- ;< C
10% Q & () - 1- 10%\diligafign ofat igast one auivpryntidese inhibitey & the prodwtipmioda () -

10% Q & 0 159: 20G ?

o & () - ek Edgrin Rl o very e et %ftumfas}asegsgs i
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< C. SW_aei & 10% Q& ()- .10% Q& ()- 109

10% Q & () - caw%)@c@ Of polgpagtignepf(ivasivsdypnan.er agimal 1tmrgeas modlfymg
10% Q & () - ()-
Ton Q& ()- o 8@%**{%% prgBif P %% mibhiS g oy R Ghepd ?hefsé%’o? o
10% Q & () - turhoedellis &viigreby ﬂn@%c(th& ne)work TOMpEha& up)te 3050LMRdEd folejns fi3#7 a

10% Q & () - C. 10%Q&()- 10%Q&()-_? 10%Q & (
10% Q & () - gf‘i‘t?o/%"g“&léé‘f 10% Q& ()- 10% QA& ()- 10% Q& ()-
10% Q &1f)-_? 104 Q& ( 10%Q&()- 10%Q& ()- 10%Q& ()-

10% Q& ()- 10% Q& ()- 10% Q& ()-dD$? 10% Q& ()- 10% Q& ()-

10% Q & ()- 1.C0% Q & R)CD8< C. 37HLAMRQ & HLAMRQ XAD3 10% Q & () -

6. CD26 7. CD38 8. CD45RA 9.CD16 10. CD57
11. CD56 12. CD7 13. CD54 14. CDS58 15. CD138
16. CD13 17.CD62L  18.CD71 19.CD11b  20.CD36
15 21.CD29 22.CD49d  23.CDI18 24.CD49f  25.CDI19
‘26. CD2 27.CD20 28.CD10 29. CD44 30. CD80.

2. The utilization as claimed in claim 1
characterized in that

20  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
25  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
30  characterized in that
at least one aminopeptidase inhibitor and/or at least one additional inhibitor causes a

modification of at least one surface protein of said tumor cells -
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