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Fig 1. DNA_ histograms of HEP —2 cells (A)and cells treated with VP 5 ug/ml (B).BLM 0.5 ug/ml
(C) and BLM 0.5 ug/ml plus VP 5 ug/ml (D )for 6. 12,24 h after seeding the cells.
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DNA histograms of S — 180 cells (A )and cells treated

with VP (B). BLM (C)and BLM plus VP (D) for 6 h

after seeding the cells. Concentrations of the drugs are the

same as those in figure 1.

Tab t. Effect of VP on the distribution of ¥Co— BLM in mice bearing S— 180

solid tumor for 6 h after i v (cpm/mg of tissue.n=4.x = SE).

Liver Kidney Splecn Lung  Muscle Stomach  Intestie Bone Tumor Blood
9.65 79.75 3.7 5.4 4.03 5.78 6.00 5.33 14.70 3.88
Co - BLM .
10.82 +7.22  10.50 10.89 T0.22 1.1 +0.50 *i1.09 *1.23 1040
ICo-BLM | 9.85 94.53  4.05 335"  4x: 293 300 450 184yt 1300
+VP +1.30 +7.73 +0.89 10.53 +0.65 +0.37 +£0.70  *0.60 *1.12 t0.15

* : Standard error .AP<0.05 as compared with mice treated with 5Co - BLM : pinguangmycin: VP iverapamil.

Tab 2. E{fect of VP on the ratio of ¥Co—BLM in tumor to those in other

tissues for 6 h afteri v (n=4,x tSE).

T/Aiv  T/AKid T/Spl T/Aun TMus T/Sto T/Ant  T/Bon T /Blo
“eopim| 0.19 4.25 3.01 3.65 3.31 2.53 3.33 3.95
o - .
+0.11 +0.02  0.71 +0.58 +0.26 +0.85 1033 .16 +0.57
TCo-BLM | 1.94 0.24  .5.05 5.71 4.59 6.63 6.85 4.24 14.48
+VP £0.20%  #0.06 +0.75 +0.80 % +0.61 +£0.95  £1.40  £0.30 +0.87°

* : Standard. *P<0.05

Liv: Liver; Kid :Kidney Spl :Spleen; Lun : Lung; Mus : Muscle; Sto : Stomach; [nt : ntestine Bon : Bone ; Blo : Blood.

Wit

as compared with mice treated with >’Co — BLM alone. BLM pingyangmycin ; VP : verapamil;
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MECHANISM OF ENHANCEMENT OF BLEOMYCIN A,
ANTITUMOR ACTIVITY BY VERAPAMIL

NG He, HQ Zhang , PG Song, ZM Liu and SB Xue

(Department of Biology. Beijing Normal University, Bejjing 100875)

ASBTRACT The mechanism of enhancement of Bleomycin A, antitumor activity
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by verapamil was explored by flow cytometry and tracing the radiolabelled
bleomycin A in vivo. Verapamil was found to increase the G, blocking effect of
bleomycin A prominently in mouse S— 180 and human HEP —2 cell lines. The distribu-
tion of ’Co — bleomycin A in mice bearing S— 180 sarcoma was changed by verapamil
and accumulation of the drug in tumor was increased. In contrast, the labelled drug in the
lung was decreased. It seems that the effects of verapamil in enhancing the antitumor activi-
ty of bleomycin Ay are to increase the accumulation of the drug in tumor cells and en-
hance the G, blocking effect of the drug in cell cycle.
Key words Verapamil; Bleomycin A, ; Flow cytometry





