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Mice were infected intravenously with M. intracellulare (5.2 % 10° CFU/mouse) and then
were given 0.4 mg of KRM-1648 emulsified in 2.5% gum arabic—0.2% Tween80 by
gavage, once daily 1, 3 or 6 times per week, from 24h after infection to the end of
experiment (week 8). Evaluation of the therapeutic efficacy of the drug against the
infection was done on the basis of incidence and degree of gross lung lesions, organ weight
( \/organ (mg)/body (g)x10 ), and bacterial loads in the lungs and spleen. The lung lesions
were not observed in all experimental groups at 4 weeks after infection. At 8 weeks after
infection, the lung lesions observed in all control and solute (2.5% gum arabic—0.2% Tween
80) control mice, whereas 3 of the 5 mice given KRM—1648, 3 times per week and all of 5
mice given KRM~-1648, 6 times per week showed no lung lesions. Although lung lesions were
observed in all mice given KRM—1648 only once per week, the degree of the lesions was
much more milder in KRM—1648—treated mice than in solute control mice. The spleen
weight of solute control mice and KRM—treated mice differed from each other 4 and 8
weeks after infection, especially in mice administered 6 times per week. The CFUs of
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organisms in the lungs and spleen were lower in mice treated with the agent than in mice
given solute at 4 and 8 weeks after infection, in orders of administration of 6, 3 and 1 times

per week.
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Table 1 Macroscopic Lung Lesions in M. intracellulare—
infected Mice Given KRM—1648%
Macroscopic lung lesions
Agent Administration 4 weeks 8 weeks
(times/week)
- 1+ 2+ - 1+ 92+
None 0 5 0 0 0 0 5
KRM-1648 1 5 0 0 0 3 2
Solute 1 5 0 0 0 0 5
KRM-1648 3 5 0 0 3 2 0
Solute 3 5 0 0 0 0 5
KRM-1648 6 5 0 0 5 0 0
Solute 6 5 0 0 0 0 b)

a) Mice infected intravenously with 5.2 X 10% CFU/mouse were given
KRM-1648 (0.4 mg/mouse), once daily 1, 3 or 6 times per week for

8 weeks.

Table 2 Organ Weight in M. intracellulare—infected Mice Given KRM—1648%

Organ weight ratio

Agent Administration 4 weeks 8 weeks
(times/week)
Lungs Spleen Lungs Spleen

None 0 9.17+0.72 138.7+0.79 8.60+0.41 13.7+0.82
KRM-1648 1 8.54+0.16 12.0£1.52 8.84+0.47 12.6=x0.72

Solute 1 8.63%£0.24 13.7+0.47 8.63£0.46 13.9%1.14
KRM-1648 3 8.71+0.47 12.3%0.46 9.16+0.77 12.3%0.49

Solute 3 8.86+0.36 13.9+0.63 9.07+0.61 14.1+0.68
KRM-1648 6 9.35+£0.78 9.2+0.54 9.19£0.32 9.8%+0.25

Solute 6 9.62%+0.47 13.6%0.33 9.19+0.31 13.7£0.55

a) Mice infected intravenously with 5.2 % 10% CFU/mouse were given KRM~-1648 (0.4 mg/
mouse), once daily 1, 3 or 6 times per week for 8 weeks. Results are indicated as Mean
+SE (n=5). Organ weight ratio was calculated as

A/ organ weight (mg)/body weight (g) x 10.
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Table 3 Number of Colony Forming Units in M. intracellulare—infected
Mice Given KRM—1648%

Colony forming units

Agent Administration 4 weeks 8 weeks
(times/week)
Lungs Spleen Lungs Spleen

None 0 4.52+0.06 6.88+0.15 6.02+0.14 7.60%0.05
KRM-1648 1 4.03%£0.14 6.74%=0.04 5.65+0.18 7.46=0.06

Solute 1 4.56+0.03 6.91+£0.09 6.12+0.09 7.62%0.04
KRM-1648 3 3.99+0.13 6.63%=0.04 5.26+0.59 7.43%0.02

Solute 3 4.55%=0.04 6.86=0.09 6.04+0.15 7.64%+0.05
KRM-1648 6 3.46%0.29 6.39+0.04 4.14+0.07 7.11£0.07

Solute 6 4.55+0.04 6.98+0.05 6.03+0.11 7.59=%0.07

a) Mice infected intravenously with 5.2 X 10% CFU/mouse were given KRM—1648 (0.4 mg/mouse),
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once daily 1, 3 or 6 times per week for 8 weeks. Results are indicated as Mean = SE (n=5).
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