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INTRODUCTION AIMS

Colorectal cancer is the third most common type of cancer worldwide [1]. 1. Opt_imization the sequence of homing peptide by Ala-scan followed by positional
Therefore, the development of efficient therapeutic strategies is of utmost scanning, | N

importance. Peptide-based targeted tumor therapy, which has been investigated in 2. Study of in vitro cytostatic effects, cellular uptake and stability |
the last decades, might be an effective therapeutic approach to cure colon cancer 3. In vivo experiments on orthotopically developed HT-29 tumor bearing SCID mice

as well. Its principle relies on the structural and/or functional differences between
cancer cells and healthy ones. One of the possible approaches is based on the
attachment of an anticancer drug to a peptide based targeting moiety, which
recognizes tumor specific receptors or cell surface structures that are highly
expressed on tumor cells. A peptide sequence (VHLGYAT) selected for HT-29
colon cancer cell line by phage display [2] was chosen to our study. Daunomycin
was attached via oxime linkage to the homing peptide trough an enzyme labile
spacer LRRY (Dau=Aoa-LRRY-VHLGYAT-NH,).
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Cellular uptake was measured on HT-29 colon cancer cells after 3 h incubation. Type of tumors (cell lines) Dau KK06/2 KK06/2 / Da KK24 KK24/Dau | KK0B/2/KK24 _
_ _ o (ICs; pM) (ICsq; HM) (ICso; M) Ob serv atl ons:
Fluorescence intensity was detected on living cells. Melanoma (mice B16) 0.0089 + 0.0053 152+30 1711.3 3.0:05 335.4 5.07
Prostate (DU145) 0.0245 + 0.0053 6.1+2.2 249.7 35605 142.3 1.74 G|y can be replaced
I o = t Lung (H6509) 0.0475 = 0.0016 44+1.2 92.6 29+06 60.1 1.52 by apolarlc amlno
n V’VO expe rl me n s Lung (H1975) 0.0133 £ 0.0047 19.3+£0.1 1458.7 3.7+ 0.8 2799 5.22 aC|dS Wlth bulky Slde
Melanoma (A2058) 0.0332 = 0.0004 10.5+5.8 316.8 3.6+13 104.5 3.00 .
Head & neck (PE/CA PJ41) 0.0258 = 0.0054 9.4+35 363.9 43+0.1 165.7 2.19 chain.
I - . Head & neck i (PE/CA PJ15) 0.0264 + 0.0050 202+46 759.3 74+3.4 2773 2.73
Treatments (i.p.): Tumor grOWth Inhlbltlon Liver tOXICIty Lij:r(He:)::Q)l 0‘0213:0.0009 22.4:4.4 1052 6 4.7:05 2202 4.77 Ala-Leu ?XChange
First treatment was 10 days Melanoma (M24) 0.0936 + 0.0258 15.4 3.7 164.3 5.8+0.9 61.7 2.66 resglted In a more
' Breast (MDA-MB-231 0.0529 + 0.0103 6.3+25 118.8 4608 86.6 137 active compound.
after the tumor transplantation. 0.3- ( )

_ _ Melanoma (WM983b) 0.0442 + 0.0192 7.1+25 159.8 5.1+0.4 114.6 1.39 : .
Dau_’ 1mg/k_g once a week; 1.0 —— Glioma (U87MG) 0.0279 = 0.0035 14.2+3.5 510.3 6.6= 0.2 236.9 2.15 There is no SeleCtIVIty
anjugates. 10 mg/kg Dau cont. §’ ) =2 85.4 % Lung (A549) 0.0681 + 0.0227 25923 380.1 59+15 86.1 4.39 to HT-29 cells.

3 times on week 1 and 5 B Colorectal (HT116) 0.1271 + 0.0219 336+4.4 264.1 7.2+0.3 57.0 4.67 KK24 sh 5.5
twice on week 2. S i Prostate (PC-3)) 0.0260 = 0.0071 20.5+0.3 787.5 5.9+ 1.6 226.7 3.48 y _ SNOWS =
2 ; 0.5 Colorectal (egér C26) 0.1260 = 0.0468 15.8 2.5 125.7 8.3+1.0 66.0 1.90 times higher antitumor
1-1 mouse died from the control| 5 2 Colorectall (HT-29) 0.2029 + 0.0010 301403 148.3 11.6 £ 0.1 57.1 2.60 activity than KK06/2.
and Dau treated and two mice Colorectal (WIDR) 0.2401 = 0.0363 341=32 141.8 15.1£2.9 62.8 2.26 .
from the KK06/2 treated groups Ovarian (OVCAR-3) 0.4729 = 0.0636 13.8+0.5 20.3 113426 24.0 1.22 Searching th_e t_arget
duri th i t 0- 0.0 Breast (MCF-7) 0.2860 + 0.0247 222+92 77.6 11.1+3.8 38.8 2.00 receptor IS IN
uring the experiment. Control  Dau  KKO06/2 KK24 Control  Dau KK06/2 KK24 Breast (mice 4T1) 0.0408 + 0.0068 34204 837 4 11.6 3.6 284 6 2.95 progress.
N=r N=7 N=6 N=8 N=r N=7 N=6 N=8 Colorectal (HT-25) 0.1564  0.0721 33235 212.4 15.4£2.38 98.5 2.16
Pancreas (PANC-1) 0.4667 = 0.0366 31.7<45 68.0 26.9+8.1 57.7 1.18
Fibroblast (MRC-5) 0.2547 + 0.0006 39.3+24.6 154.2 52.1+1.7 204.6 0.75
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