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Therapeutic efficacy of a newly synthesized benzoxazinorifamycin, KRM-1648,
administered at the different periods of infection in Mycobacterium intracellulare—infected
mice was studied. Mice were infected intravenously with M. intracellulare (9.8x10° CFU/
mouse) and then were given 0.4 mg of KRM—1648 emulsified in 2.5% gum arabic—0.2%
Tween 80 by gavage, once daily six times per week, from day 1 to week 4, week 2 to week 6,
week 4 to week 8, and week 8 to the end of experiment (week 12). Judgement 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 weight/body weightx100), and bacterial
loads in the lungs and spleen. The lung lesions were not observed in the control and KRM—
treated mice at 4 weeks after infection (KRM treatment : day 1 to week 4). At 6 weeks
after infection (KRM treatment : week 2 to week 6), the lung lesions were observed in all
control mice, whereas 3 of the 5 mice given KRM—1648 did not show the lesions. At 8 weeks
after infection (KRM treatment : week 4 to week 8), the lung lesions were observed in all
control and KRM—1648—treated mice, but the degree of the lung lesions was much more
slight in mice given KRM—1648 than in control mice. The incidence and the degree of the
lung lesions at 12 weeks after infection (KRM treatment : week 8 to week 12) was not
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different in both groups. The % spleen weight between control mice and KRM—1648—treated
mice was found to be greatly different at 4 weeks after infection. The CFUs of organisms

in the lungs and spleen were lower in mice treated with the agent than in control mice at 4
weeks after infection, but the rate of decrease became smaller with the lapse of time after
infection. Thus, the chemotherapy started at 1 day to 2 weeks after infection with M.
intracellulare was effective, but was not so in the advanced infection.
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Table 1 Macroscopic Lung Lesions in M. intracellulare—
infected Mice Given KRM-1648 at the Different Periods
of Infection®

Weeks Administration Lung lesions”
after of

infection drug - 1+ 2+
4 None b) 0 0
1d —4w 5 0 0

6 None 0 2 3

2 —6w 3 2 0

8 None 0 0 5

4 —8w 0 5 0

12 None 0 0 5

8 —12w 0 0 5

a) Mice were infected intravenously with 9.8 X 10° CFU/mouse, and
then were given KRM—1648 (0.4 mg/mouse), once daily six times
per week for 4 weeks at the different periods of infection.
Results are indicated as Mean =SE (n=5). % Organ weight was
calculated as organ weight/body weight X 100.

Table 2 % Organ Weight in M. intracellulare—infected Mice
Given KRM—1648 at the Different Periods of Infection®

Weeks Administration % Organ weight
after of
infection drug Lungs Spleen
4 None 0.71%0.09 2.18+0.12
1d —4w 0.90+0. 09 0.69%0.05
6 None 0.81=%0.05 1.76=0. 06
2 —6w 0.84%0. 06 1.55+0. 08
8 None 0.90=%0. 03 1.92+0.07
4 —8w 0.81=£0.03 1.84+0.06
12 None 1.20%£0.03  2.52=%0.10
8 —12w 1.08£0.07 2.07+0. 05

a) Mice were infected intravenously with 9.8 x10° CFU/mouse, and
then were given KRM-1648 (0.4 mg/mouse), once daily six times
per week for 4 weeks at the different periods of infection.
Results are indicated as Mean = SE (n=5). % Organ weight was
calculated as organ weight/body weight x 100.
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Table 3 Number of Colony Forming Units in M. intracellulare—infected Mice
Given KRM—1648 at the Different Periods of Infection®

Log CFU/lungs

Weeks Administration After 4 weeks ALog CFU
after of 0 time® (Control—
infection drug Control KRM-1648 KRM-1648)
4 1d —4w 4.58=%0.03 5.06%0.12 3.04=%0.07 2.02
6 2 —6w 4.21%0.05 5.95+0.07  4.52%0.13 1.43
8 4 —8w 5.06+0. 12 6.50+0.03  5.75%0.06 0.75
12 8 —12w 6.50=0. 03 6.81=0.01 6.62=0.03 0.19

a) Mice were infected intravenously with 9.8 x 10° CFU/mouse, and then were given KRM-1648 (0.4
mg/mouse), once daily six times per week for 4 weeks at the different periods of infection. Results
are indicated as Mean = SE (n=5).

b) Before the administration of drug.

Table 4 Number of Colony Forming Units in M. intracellulare—infected Mice
Given KRM~-1648 at the Different Periods of Infection®

Log CFU/spleen

Weeks Administration After 4 weeks ALog CFU
after of 0 time® (Control—
infection drug Control KRM-1648 KRM-1648)
4 1d —4w 6.11+0.02  6.94%+0.04  5.84%0.07 1.10
6 2 —6w 6.54+0.03  7.43=0.06  7.00%0.07 0.43
8 4 -8w 6.94+0.04  7.65%0.01 7.55%0. 02 0.10
12 8 —12w 7.65%0.01 7.9940.02  7.91£0.07 0.08

a) Mice were infected intravenously with 9.8 x 105 CFU/mouse, and then were given KRM—1648 (0.4
mg/mouse), once daily six times per week for 4 weeks at the different periods of infection. Results

are indicated as Mean £ SE (n=5).
b) Before the administration of drug.
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