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€31912 is a newly synthesized type of 
rimino compound; i t  has about the same ac- 
tivity against tubercle bacilli in mice as clo- 
fazimine (B663) (1).  Clofazimine is now 
generally accepted as the drug of choice in 
treating infections of man with sulfone-re- 
sistant M .  leprae. Like clofazimine, B1912 
deposits in the tissues of mice and other ex- 
perimental animals, but i t  gives higher serum 
levels and lower tissue levels (except in fa t )  
than clofazimine under similar conditions. We 
have compared B1912 and clofazimine in M .  
leprae infections in mice. 

Materials and Methods. The methods were 
the same as those described in the accompa- 
nying paper (2).  

Results. The activity of clofazimine and 
B 191 2 was compared (Fig. 1, Table I ) .  The 
two drugs were administered from Day 70 to 
Day 140 after infection. Dosages of 0.00001 % 
and 0.0001% of either drug in the diet were 
ineffective; 0.001% delayed the growth 233 
and 209 days, respectively, and 0.01% 

TART,E I. Effects of Clofaziiiiiiic (R663) and 
I31912 011 the Multiplication of M. Zeprae. 

Drug Dosagea Growth delayb 

B663 0.01% 
0 .001~0 
0.0001 70 
0.00001 % 

0.001% 
0.0001~0 
0.0 0 0 0 1 yo 

B1913 0.01% 

356 
233 

0 
36 

309 
209 

35 
0 

' I  The drug was aclininistrre(l f r o m  Day 7 0  t o  
Day 140 after infectioii. 
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FIG. 1. Comparison of the effect on M .  Zeprae of 
B1912 and clofazimine (B663) .  The drugs were ad- 
ministered in the diet in the concentrations shown. 
The values marked by arrows indicate maximal 
estimates in cases where no bacilli were found during 
the counting procedure. 

delayed it 356 and 309 days. Thus, the re- 
sults with the two compounds were very simi- 
lar. 

I n  the case of rapidly eliminated drugs, 
growth delay that lasts distinctly longer than 
the period of drug administration can be in- 
terpreted as damage to the bacteria, resulting 
either in bactericide or in bacteriostasis that 
persists in the absence of drug. Clofazimine 
and B1912, however, are eliminated only 
very slowly, so the growth delay could have 
been bacteriostasis in the presence of drug. 

Discussion. I n  spite of the difference in the 
pattern of tissue deposition of clofazimine 
and B1912, the two drugs had very similar 
activities against M .  Zeprae growing in the 
mouse foot pad. In  this experiment model 
most of the bacterial multiplication occurs in 
the fibroblasts ( 3 )  normally present in the 
tissues. Macrophages, cells in which clofazi- 
mine has been observed to accumulate, appear 
later in the growth curve at the end of the 
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logarithmic phase of bacterial growth. A t  the 
low levels characteristic of the minimal effec- 
tive dosage for M .  lepvae, deposition of drug 
might not occur; the observations of deposi- 
tion have been made at  high dosages. Never- 
theless, in this experiment the growth delay 
after the highest dosage, 0.01 %, was very sim- 
ilar with the two drugs, and at  this dosage 
tissue deposition of both of these highly pig- 
mented compounds was clearly apparent. 

The minimal effective dosage found in this 
experiment was higher than that found in the 
previous experiment (4) .  The difference is 
presumably caused by bacterial strain differ- 
ences. In another experiment in progress, the 
lower dosage, O.OOOl.i', has again been found 
active. 

Summary. The effect of clofazimine was 
compared with another, more newly de- 
veloped rimino-compound, B 19 12, in M .  Ze- 
prae infections in mice. The two drugs were 

found to have very similar activity. 
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