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MYCOBACTERIUM INTRACELLULARE INFECTION INDUCED IN MICE
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Therapeutic efficacy of KRM—1648 was studied in BALB/c mice infected with Mycobac-
terium intracellulare. Mice were infected intravenously with 1.0x 107 CFU of the organisms
/mouse and then given 0.2 mg or 0.4 mg of KRM—-1648 emulsified in 2.5% gum arabic—0.2%
Tween 80 by gavage, once daily, 6 days per week, from day 1 to the death of mice. The
therapeutic efficacy of the drug was evaluated on the basis of survival times, incidence and
degree of gross lung lesions and bacterial loads in the lungs and spleen. The lung lesions
were not observed in any experimental groups at 4 weeks after the infection. At 8 weeks
after the infection, the lung lesions were observed in all control mice, but 2 of 5 mice
treated with 0.2 mg of KRM and 4 of 5 mice treated with 0.4 mg of KRM did not show any
lung lesions, and the degree of the lesions was much milder in KRM—1648—treated mice than
in the control mice. All mice of treated and untreated groups died, and median survival
times were 141 days for the control mice, 216 days for mice treated with 0.2 mg of KRM—
1648 and 220days for mice treated with 0.4 mg of KRM-1648. At the death, lung lesions
were observed in all mice. The CFUs of M. intracellulare in the lungs and spleen in mice
treated with KRM—1648 were fewer than those in the control mice at 4 and 8 weeks after
the infection. However, bacterial loads in the lungs of the dead mice treated with KRM—
1648 were larger than those of the control mice, and the CFUs in the spleen at the death of
mice given KRM—1648 were almost the same as those of the control mice. MICs of KRM—
1648 against the organisms isolated from the lungs and spleen at the death of mice were
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0.05~0.1 gg/ml. In this case, the MIC of KRM—1648 against the parent strain used for the
infection (M. intracellulare N—256) was 0.05 yg/ml. Nevertheless, KRM-1648, which
exhibited therapeutic efficacy against M. intracellulare at the early phase of infection, was
not effective at the late phase of infection. Thus, this uneffectiveness of KRM—1648 on the
later phase of M. intracellulare infection is not due to acquisition of resistance of the

infected organisms to the agent.
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Table 1 Survival Time in M. intracellulare—
infected Mice with or without KRM—1648*
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a) Mice were infected intravenously with 1.0x 10" CFU/
mouse and then were given KRM-1648 by gavage,
once daily, 6 times per week, from day 1 to the end of
the experiment.
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Table 2 Macroscopic Lung Lesions in M. intracellulare—Infected Mice
Administered with or without KRM-1648%

Macroscopic lung lesions

Agent Dose 4 weeks 8 weeks Time of death
(mg)
- 1+ 2+ — 1+ 2+ 3+ 4+ — 1+ 92+ 3+ 4+
None - 5 0 0 0 0 2 2 1 0 0 0 0 5
KRM-1648 0.2 5 0 0 2 3 0 0 0 0 0 0 0 5
KRM-1648 0.4 5 0 0 1 0 0 0 0 0 0 0 5
a) Experimental methods are the same as Table 1.
Table 3 Number of Colony Forming Units in M. intracellulare— Infected
Mice Administered with or without KRM—1648%
Log CFU/organ®
Agent Dose Lungs Spleen
(mg)
lday 4 weeks 8weeks Time 1day 4weeks 8weeks Time
of of
death death
None - 4. 66 5.45 7.45 9.85  6.57 7.55 8.51 10. 05
KRM-1648 0.2 - 4.61 6.01 9.79 - 6.90 8.08 10. 02
KRM-1648 0.4 - 4.24 5. 84 9.82 - 7.08 7.87 10. 06

a) Experimental methods are the same as Table 1.
b) The mean values are indicated (n=5). The mean value of standard error was 0.08 and the value
did not exceed 0.15.
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Table 4 MIC of KRM—1648 against Isolates from
Dead Mice

MIC (ug/ml)

Agent Dose Number
(mg) of Isolated from :
mouse Lungs Spleen
None - 1 0.05 0.05
2 0.05 0.05
3 0.05 0.05
4 0.05 0.05
5 0.05 0.05
KRM-1648 0.2 6 0.05 0.05
7 0.1 0.1
8 0.05 0.1
9 0.05 0.1
10 0.1 0.05
KRM-1648 0.4 11 0. 05 0.05
12 0.05 0.05
13 0.05 0.05
14 0.05 0.05
15 0. 05 0.1
Parent strain (N—-256) 0.05
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