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INTRODUCTION AND OBJECTIVES

Mycobacterial cell wall-DNA complex (MCC) is a bifunctional anticancer agent that induces apoptosis in
cancer cells and stimulates immune effector cells. The objective of this study was to evaluate the potential
use of MCC as a localized treatment for peritoneal carcinomatosis. The antiproliferative activity of MCC
towards rat DHD/K12/TRb colon cancer cells (PROb) in vitro, the in vivo recruitment of immune cells in the
peritoneal cavity following repeated IP administrations of MCC and the in vivo antitumor activity of MCC
against disseminated PROb colon cancer tumors in the peritoneal cavity of syngeneic BDIX rats were
evaluated.

METHODS

PROb cells were treated with MCC (0.01-100 pg/mi) for 72 h. Cell division was evaluated by MTT reduction;
the induction and execution phases of apoptosis were evaluated by flow cytometry (antibodies recognizing
the active form of caspase-3, and degraded PARP and Fractin respectively). Leucocyte numbers and
leukocyte populations after MCC administration were determined in peritoneal washes after 9 IP
administrations of MCC suspension (3 x weekly for 3 weeks). Di: i peritoneal i was
induced in female BDIX rats by the IP injection of 105 PROb cells. IP treatment with MCC (0.1 to 1000
ugfinjection) was carried out 3 x weekly for 3 weeks starting on day 3 post-tumor cells injection (microscopic
peritoneal nodes) or once on day 10 post-tumor cells injection (macroscopic peritoneal nodes). Survival and
clinical signs and symptoms were determined daily for a period of 181d. Survival efficacy was determined as
T/C% where T is the median survival time of treated rats and C is the median survival time of control rats. A
T/C% value >125% was regarded as being significant (NCI criteria for anticancer activity). Animal
experiments were performed according to ethical guidelines.
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