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Table 1. Changes in susceptibility of Mycobacterium tuberculosis and Mycobacterium

avium complex replicating within MM 6-Mg¢s to, rifalazil, clarithromycin

and levofloxacin after intramacrophage passage

—ALog CFU
Drug M. tuberculosis M. avium complex
E-type I-type I/E E-type I-type I/E

Rifalazil 2.77+0.10 2.54%*0.07 0.92 3.14+0.14 2.86%*0.10 0.91
Clarithromycin 1.37£0.09 1.05%0.03 0.77* 2.27+0.09 2.21+0.05 0.97
Levofloxacin 2.58+0.05 2.30%0.04 0.89* 0.30+0.04 0.16+0.03 0.53*

— ALog CFU and I/E were calculated as: — ALog CFU = Log CFU ( — drug) — Log CFU (+drug); I/

E= —ALog CFU (I-type)/ — ALog CFU (E-type).

I/E is the log—unit ratio of the decrease in

residual CFU of I-type organisms due to antimicrobial activity of test drugs to that in E-type

organisms. This parameter correlates to relative activity of a given drug against I-type organisms
to its activity against E-type organism. For —ALog CFU, mean values*SEM of data(n=6)

obtained by 2 independent experiments (8 incubations were done for each experiment) are

indicated. In 2 cases, data on 1 experiment was omitted since bacterial CFU (+drug) decreased
below the CFU counting limit. *Significantly different from 1.00 (P <0.05 Student’s ¢—test).

Table 2. Changes in susceptibility of Mycobacterium tuberculosis and Mycobacterium
avium complex replicating within A-549 cells to rifalazil, clarithromycin and
levofloxacin after intramacrophage passage

—ALog CFU
Drug M. tuberculosis M. avium complex
E—type I-type 1I/E E-type I-type I/E

Rifalazil 2.30+0.30 3.23+0.21 1.40* 0.60+0.19 1.20+0.05 2.00*

Clarithromycin ~ 1.34+0.04 1.32+0.02 0.99 1.46+0.25 1.32+0.06 0.90

Levofloxacin 1.86+0.05 1.27+0.03 0.68" 0.14+0.08 0.09+0.03 0.64

*Significantly different from 1.00 (P <0.01; Student’s ¢—test). Other details are the

same as in Table 1.
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Altered susceptibilties of Mycobacterium tuberculosis and Mycobacterium avium complex

to rifalazil, clarithromycin, and levofloxacin after adaptation to intramacrophage
millieus as determined by intracellular susceptibility testing
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Intracellular drug susceptibility of Mycobacterium tuberculosis (MTB) and Mycobacterium avium
complex (MAC) replicating in macrophages (MM 6-M ¢ s) or type II alveolar epithelial cells (A-549 cells)
was compared between organisms adapted to intracellular millieus inside macrophages (I-type) and those
extracellularly adapted by passage in 7H9 liquid medium (E—type). We determined parameters, —ALog

CFU [=Log CFU (—drug) —Log CFU (+drug) ] and I/E [ = — ALog CFU (I-type) /—ALog CFU (E—type) ].

Parameter I/E means the log—unit ratio of the decrease in residual CFU of I-type organisms due to
antimicrobial activity of test drugs seen in E—type organisms. This parameter correlates to relative
activity of a given drug against I-type organism to its activity against the E-type organism. In most cases
of intracellular MTB and MAC inside MM 6-M ¢s, I/E of rifalazil (RLZ), clarithromycin (CAM), and
levofloxacin (LVFX) was less than 1.0, indicating that the susceptibility of these organisms to these drugs
decreased due to intramacrophage passage of the organisms. In intracellular MTB and MAC inside A-549
cells, results similar to the above were obtained for CAM and LVFX. However, I/E of RLZ was much
higher than 1.0 for both MTB and MAC, indicating that the susceptibility of these organisms to RLZ
markedly increased after intramacrophage passage of organisms.



