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Fig. 1. Antituberculous Effect of Streptomy-
cin, HON, and Ethambutol on Mice
Infected Intravenously with Bovine

Tubercle Bacilli
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Fig. 2. Antituberculous Effect of Streptomy-
cin and HON on Mice Infected
Intravenously with Bovine
Tubercle Bacilli
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Fig. 3. Antituberculous Effect of Oral Admini-
stration of HON on Mice Infected
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Table 1. Design of Guinea Pig Experiment
Number Infection Pretreatment Lreatment (5 weeks) . ____ > Autopsy
Group |of g_m;lea Strain, dose 4 weeks  2utopsy Subcutaneously 1 weeks
pig route Drug Dose

1 10 . 5 No treatment 5
Ravenel strain

2 5 (bovine type) 0 HON 40 mg 4

3 5 107'm 0 SM 20 mg 4
Subcutaneously

4 5 0 DL-Ethambutol 40 mg 4

Note: One animal in Group 2, 3 and 4 respectively died before the time of autopsy.

Table 2. Mean Numbers of Bacilli Recovered
by Culture from the Lungs and
Spleen Shown in Fig. 4.

Number of bacilli recovered
Guninea from 10 mg of organ
Group pig
Number Lung Spleen i%llzehré
1 5600 9300 5.5%
2 2500 8000 3.5
Fretreat- 3 500 | 2300 | 3.0
4 1530 | 24000 4.5
5 1800 5600 2.5
6 1300 1400 3.2
No_treat- 7 3700 | 1500 | 125
(control) 8 26000 1000 7.5
9 5200 820 2.5
Strepio- | 1 o 0| 13
Py 13 4 15 | 1.9
g 15 7 750 2.2
16 2000 1000 6.0
17 5000 660 4.5
HON 40mg | 39 1400 550 | 2.2
20 1500 2500 9.5
21 210 100 2.8
Ethambutol 22 180 130 2.8
“40mg” | 23 50 100 2.0
! 120 200 2.5
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Fig. 4. Treatment of Tuberculous Guinea
Pigs with Dihydrostreptomycin
Sulfate, HON, or Ethambutol
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Note: *Swelling of the lymphnodes (kneefold, inguinal

axillary, retroperitoneal, portal, tracheal and retrosternal)
was deseribed by the symbols one plus, two plus, and
three plus, rapresenting grain-sized, bean-sized, and

still more enlarged swelling respectively.

Then, the summed numbers of “plus” of all the
lymphnodes was calclated, and this is the index.

Nodular' tuberculosis of lung.
Severe diffuse involvement of spleen.
Graded expression of numerous miliarv tubercles in liver
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were examined in comparison with those of strepto-
mycin. In mice, the drug effectiveness was evalu-
ated both from the change of ‘‘per cent survival”’
of fatally infected animals (intravenously with the
inoculum of 0.5 or 1mg of bovine tubercle bacilli)
and also from the inhibited multiplication of the
bacilli in the spleen of the animals infected with a
rather small size of inoculum (0.001 mg). Intraperi-
toneal or oral administration of the drugs was start-
ed the next day of infection and continued for two
to three weeks. In these experimental conditions, the
daily dose of 4 mg of Ethambutol (as racemic com-
pound) exerted a remarkable therapeutic effect com-
parable to that of 1mg of streptomycin. However,
2mg or 5 mg of HON exerted only a slight favourable
effect, though it was reproducible and definite.

In 25 guinea pigs, infection was subcutaneously

conducted with 0.1mg of the same strain as above,

73

and treatment was started preconfirming the forma-
tion of advanced tuberculous lesions in 5 animals sac-
rificed 4 weeks after infection. Namely, the remain-
ing 2 Oanimals were divided into 4 groups of equal
5. Against these groups drug administration was
made subcutaneously for 5 weeks with 40 mg daily
dose of HON, with 40 mg daily dose of Ethambutol
(racemic compound), or 20 mg daily dose of strepto-
mycin respectively. The last one group was left
untreated. One week after the termination of treat-
ment, all the animals were sacrificed for compara-
tive observation of gross lesions and for quantitative
culture test of the bacillin in the spleen and the
lungs. A marked therapeutic effect observed in the
group treated with streptomycin, but the effect of
Ethambutol was moderate and that of HON was

slight.



