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Efficacy and toxicity of systemic transduction of pl6 antitumor peptide in
inhibition of metastases of urological tumors

Shimazui, Toru
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P16 is a key molecule of bladder tumor (BT) development. Here, we evaluate the
efficacy and toxicity of pl6 peptide administration on mouse lung metastasis model for BT. Mouse lung
metastases were developed by tail vein injection of MBT-2 cell line and single or triple times of pl6
peptide were also injected (10 to 12 mice in each group). The toxicity was also evaluated after pl6
peptide administration by blood test and histological examination.

The lung metastases were observed in 100% (12/12), 41.7% (5/12), and 30% (3/10) in above three groups,
respectively. Size and number of lung metastatic tumor were significantly different between control and
treatment groups. In high dose peptide group, leukocytosis was observed gut not statistically
significant. No remarkable change was also observed histologically in bone marrow of treatment groups. In
conclusion, Systemic pl6 delivery could prevent lung tumor development on mouse BT metastatic model
without severe adverse events.
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Fig. 1 Status of lung metastases at 14 day after
MBT-2 administration
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Fig. 2 Difference in number and size of lung metastases in
control and pl6 peptide transfer groups
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Fig. 3 Alteration of p16/pRb, and TUNEL staining of the lung
metastatic tumor according to pl6 peptide transfer
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Table1
Change in blood analyses of single p16 peptide administration

m/f treat Alb ALT AST Cre WBC RBC Hb plt
g/dL u/L u/L mg/dL  /ul 10°/ul  g/dL  10%/ul
male control 33 86 30 0.01 5,430 748 12.4 37.8
(0.06) (23) (115)  (0.02) (1,036) (34.8) (0.62) (7.0)
25 35 74 19 0.02 5,207 741 11.7 355
nmol 027) (17) (31)  (0.02) (1,952) (127.7) (21)  (16.5)
100 32 60 16 0.05 6,160 805 13.0 60.2
nmol (0.15)  (87) (17)  (0.01) (1,384) (30.6) (0.1)  (15.0)
female  control 35 81 22 0.07 6,360 783 13.0 54.0
(0.28) (5.0) (5.6) (0.01) (2,786) (7.07)  (0.0)  (1.78)
25 37 91 19 0.1 3,430 873 14.4 522
nmol (0.36) (3.0) (2.3) (0.03) (1,488) (55.9)  (13)  (15.0)
100 36 82 26 0.08 5,763 816 13.9 50.3
nmol (0.17) (1.0) (5.6) (0.02) (1,762) (27.7) (0.06)  (8.5)
P-value NS NS NS NS NS NS NS NS
Table 2

Changein blood analyses of multiple p16 peptide administration

m/f treat Alb ALT AST Cre  WBC  RBC Hb pit
g/dL u/L u/L mg/dL JuL 10%/uL  g/dL 10%/uL
male  control 3.4 97 23 009 3843 882 136 519
(0.15)  (23) (1.0)  (0.03) (L846) (51.4) (0.78)  (19.7)
100 35 69 18 008 5953 863 133 466
nmol  (0.10) (197)  (2.8)  (0.03) (1,638) (285) (043)  (13.9)
female control 3.5 77 18 010 3173 845 134 404
(0.15)  (182) (45  (0.02) (867) (322) (0.06) (2.2
100 34 72 20 010 4230 861 133 427
nmol  (026) (357) (40) (0.04) (1,142) (896) (035)  (8.2)
P-value NS NS NS NS NS NS NS NS

Fig. 4 Change in WBC after high dose
repeated p16 peptide administration
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Fig. 5 histology of bone marrow in control and p16 high dose
multiple p16 peptide group at 12t week experimental day
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