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The MICs of 88 quinolones against 14 selected reference and clinical strains of Mycobacterium avium-M.
intracellulare complex were determined. Agents tested included ciprofloxacin, sparfloxacin (PD 131501), and 86
other experimental quinolones. Test strains were selected to represent various susceptibilities to ciprofloxacin
and other drug resistance profiles. MICs were determined by the microdilution method in 7HSF broth, with
incubation for 14 days at 35°C. The results showed 25 of the quinolones to be active against the strains, with
MICs for 90% of the strains (MIC,y,s) of 2 to 32 pg/ml. Ten of these compounds had activities equivalent to or
greater than that of ciprofloxacin. The most active compound was PD 125354, with an MIC, of 0.5 pg/ml and
an MIC,,, of 2 pg/ml; comparable values for ciprofloxacin were 4 and 8 pg/ml, respectively. The next most
active compounds, with MIC,,s of 4 pg/ml, were sparfloxacin (PD 131501), PD 123982, PD 135144, and PD
119421. MIC,y4s of PD 131575, PD 126889, PD 122642, PD 139586, and PD 143289 were 8 pg/ml. Further
evaluation of the most active agents is warranted, as is assessment of structure-activity relationships of active
and inactive agents to elucidate the active portions of the compounds and to lead to the development of

compounds with enhanced activity.

During the past decade, much attention has been given to
the synthesis of new 4-quinolone-3-carboxylates and the
evaluation of these agents for antibacterial activity; this
revival of interest was generated by the discovery of the
antibacterial activity of nalidixic and oxolinic acids (2-8, 11,
12, 19, 20, 30). This renewed effort uncovered a number of
6-fluoro-7-piperazino-4-quinolones noteworthy for both the
breadth and intensity of their activities against gram-nega-
tive bacilli and cocci in vitro and for their capacity to control
experimentally induced systemic infections when adminis-
tered orally (24, 27). The most active representatives of this
class of compounds, designated fluoroquinolones, include
norfloxacin, ofloxacin, ciprofloxacin, enoxacin, and peflox-
acin (32). The mechanism of action of the quinolone antibac-
terial agents is believed to result from the combination of
their abilities to penetrate into bacterial cells and to inhibit
DNA gyrase, an essential bacterial enzyme that maintains
superhelical twists in DNA (2, 6, 11, 21, 25). The general
structure of quinolones is shown in Fig. 1.

Although a large number of quinolone derivatives have
been made and their activities have been tested against
several groups of bacteria, such as members of the family
Enterobacteriaceae and staphylococci, both in vitro and in
vivo, the in vitro activity of quinolones against Mycobacte-
rium avium-M. intracellulare complex has only recently
been evaluated. M. avium-M. intracellulare complex is of
increasing clinical importance as the most frequent bacterial
complication of AIDS and also is resistant to most antimi-
crobial agents (28).

The fluorinated quinolones show excellent activity in vitro
against Mycobacterium tuberculosis, M. kansasii, M. xe-
nopi, and M. fortuitum (9, 10, 14, 15, 26, 31). Activity against
M. avium-M. intracellulare complex, however, is method
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and strain dependent (9, 10, 14, 15, 17, 22, 26, 30, 31).
Approximately one-third of them are susceptible to quinolo-
nes, with ciprofloxacin being the most active quinolone
currently in clinical use against M. avium-M. intracellulare
complex (31). It is not clear whether the resistance seen in
some M. avium-M. intracellulare complex strains is due to
poor penetration of the drug through the bacterial cell wall or
occurs at the level of the enzyme target, DNA gyrase. The
development of quinolones with increased activities against
M. avium-M. intracellulare complex is a logical and impor-
tant goal because of the excellent activity of ciprofloxacin
against susceptible strains and the synergism with amikacin,
excellent tissue penetration, and low toxicity.

As a first step in our effort to discover more active
quinolone compounds against M. avium-M. intracellulare
complex, we have tested the in vitro activities of 88 quino-
lones against 14 of these strains. Strains were selected from
a panel of 34 strains: 17 reference clinical and environmental
strains of known serovar (provided by Patrick Brennan and
Ian Orme, Colorado State University, Fort Collins, Colo.)
and 17 clinical strains isolated from blood cultures of AIDS
patients in Cleveland, Ohio. Preliminary testing of these
strains against a battery of conventional antimycobacterial
agents, including rifampin, ethambuthol, isoniazid, and ami-
kacin, showed that the MICs for 90% of strains tested
(MICy,s) of the two groups were identical (Table 1). Cipro-
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FIG. 1. General structure of the quinolones. X = N or C; R1, R2,
RS, R6, R7, and R8 can be any group.
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FIG. 2. Structures of the 88 quinolones studied.

floxacin was also tested, and seven strains were chosen from
each group to provide strains with the greatest variation in
ciprofloxacin activity as well as variation in activity of the
other agents tested.

MATERIALS AND METHODS

Antimicrobial agents. Eighty-seven quinolones, selected to
include a wide variety of functional groups and physical
properties, were provided by Parke-Davis Pharmaceutical
Research, Ann Arbor, Mich. These compounds have been
previously reported and were prepared by standard methods
as described in the literature (3-7, 13, 20, 23). Ciprofloxacin
was obtained from Miles Pharmaceuticals, West Haven,
Conn. The structures of these compounds are shown in Fig.
2.

Strains. Fourteen strains of M. avium-M. intracellulare
complex were selected from reference and clinical isolates
(see the introduction) to provide the most variation in
activity of ciprofloxacin and other agents. Strains were

maintained at —70°C and subcultured at least twice on 7H11
agar (Difco, Detroit, Mich.) before testing. If variation in
colonial morphology was present, flat transparent colonies
were chosen for susceptibility testing.

Susceptibility testing. MICs were determined by the broth
microdilution method in 7HSF medium (the broth equivalent
of 7H11 agar) (28). The medium was prepared by supple-
menting Bacto Middlebrook 7H9 broth (Difco) with 0.5%
glycerol and 100 ml of Bacto Middlebrook OADC enrich-
ment (Difco) per liter. Quinolones were dissolved in 1 N
NaOH, diluted in water, incorporated into the medium at
concentrations of 0.25 to 32 pg/ml, and dispensed into
96-well microdilution trays, which were frozen at —70°C
until needed. Inocula were prepared from cultures of strains
in 4 ml of 7HSF broth which were incubated at 35°C for 1
week. The day before the susceptibility test was done, the
1-week-old culture was diluted 1:20 in fresh 7HSF broth and
incubated overnight at 35°C. The overnight culture was
mixed by inverting the tube 10 times and then diluted 1:100

TABLE 1. MICgys of a battery of nine reference antimycobacterial agents against a panel of 17 reference and
17 clinical strains of M. avium-M. intracellulare complex

Strains MICoo (hg/ml)
Rifampin Amikacin Ciprofloxacin Ethambutol  Isoniazid Erythromycin Clarithromycin Rifabutin Clofazimine
Reference >16 8 16 16 >16 >16 16 2 1
Clinical >16 16 16 16 >16 >16 16 4 2
All >16 8 16 16 >16 >16 16 4 2
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FIG. 2—Continued.

in THSF broth just prior to the inoculation of microdilution
test panels. This procedure yielded an inoculum of ca. 5 x
10° CFU/ml when wells were inoculated with a multiwell
inoculator delivering 5 pl per well. Viable counts were
determined for inocula to confirm that the inoculum size was
correct. Trays were covered with lids, placed in plastic bags,
incubated at 35°C in ambient atmosphere, and read after 7
and 14 days of incubation. MICs were read in indirect light
with a Dynatech reading stand with mirror (Dynatech Lab-
oratories, Alexandria, Va.). The MIC was defined as the
lowest concentration of antimicrobial agent at which the
organism showed no visible growth. Growth and sterility
wells were included in each tray.

RESULTS

Results of determinations of MICs of the 25 most active of
the 88 quinolones against the panel of 14 reference strains
are shown as MIC ranges, MIC,;s, and MICygs in Table 2.
All other quinolones tested had MICses of =32 pg/ml and
MIC,ys of >32 pg/ml, although MICs for the most suscep-
tible strains were 0.25 to 2 pg/ml with 25 of the agents and 4
to 16 pg/ml with 8 of the agents. The remaining 30 agents
showed no activity, with all MICs against all strains being
>32 pg/ml.

As can be seen, besides ciprofloxacin, at least 10 other
quinolones show good in vitro activity against the M.
avium-M. intracellulare complex strains. Among them, PD
125354 (no. 53 in Fig. 2) was found to have the best in vitro
activity, on the basis of an MIC,, eightfold lower than that of

TABLE 2. MICs of the 25 most active quinolones against 14
strains of M. avium-M. intracellulare complex®

Agent® MIC range MIC;, MICy,
PD 125354 (53) =<0.25-8 0.5 2
PD 123982 (9) =<0.25-8 1 4
Sparfloxacin (PD 131501) (82) <0.254 1 4
PD 119421 (71) =<0.254 2 4
PD 135144 (56) <0.25-8 4 4
PD 131575 (83) <0.25-8 2 8
PD 126889 (76) <0.25-8 2 8
PD 122642 (73) =<0.25-16 2 8
Ciprofloxacin (33) <0.25-8 4 8
PD 139586 (59) =<0.25-8 4 8
PD 143289 (62) =<0.25-8 4 8
PD 144881 (88) =<0.25-32 4 16
PD 115311 (5) =0.25-16 8 16
PD 117596 (8) =<0.25-16 8 16
PD 135739 (12) =0.25-32 8 16
PD 142421 (16) =<0.25-16 8 16
PD 126592 (54) =<0.25-16 8 16
PD 131413 (81) =<0.25-32 8 16
PD 119805 (72) 0.5-32 8 32
PD 108693 (1) 1-32 16 32
PD 138136 (15) =0.25-32 16 32
PD 116169 (25) 0.5-32 16 32
PD 137156 (32) 0.5-32 16 32
PD 138029 (86) =<0.25->32 16 32
PD 125999 (75) =<0.25-32 16 32

4 Expressed as micrograms per milliliter. MICgos of the other quinolones
were all 232 pg/ml.
® Numbers in parentheses are the compound numbers in Fig. 2.
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ciprofloxacin and an MIC,, fourfold lower. Compounds PD
123982 (no. 9 in Fig. 2), PD 135144 (no. 56 in Fig. 2),
sparfloxacin (PD 131501, no. 82 in Fig. 2), PD 119421 (no. 71
in Fig. 2), PD 131575 (no. 83 in Fig. 2), PD 126889 (no. 76 in
Fig. 2), PD 139586 (no. 59 in Fig. 2), PD 143289 (no. 62 in
Fig. 2), and PD 122642 (no. 73 in Fig. 2) all have MICs,s and
MIC,4s comparable to or better than those of ciprofloxacin.

The conventional approach to evaluate the efficacy of
drugs is, as shown in Table 2, to take the MICsgs and MICy,s
of each compound as the activity input. However, we felt
that we would gain more understanding of the biological
events related to drug resistance if we were to treat each
strain as a separate data base. For comparison purposes we
arbitrarily considered quinolone MICs of <16 pg/ml as
active and those of >16 pg/ml as inactive against a given
strain. With this assumption, we tabulated the number of
active compounds for each strain (Table 3). As can be seen,
strains TMC 1403 and PI 2/8 are the two most susceptible
strains, with more than 63% of the 88 quinolones tested
being active against these two strains. Strains 1695757 and
1779564 are very susceptible strains as well; more than 50%
of the 88 compounds are active against these two strains.
Strains 1958339 and PI 44/4 have medium susceptibility;
about 45% of the compounds are active against these two
strains. Strains PI 2/6, TMC 1461, and 34540W are more
resistant strains; about 30% of the 88 compounds are active
against these strains. The other five strains, 1988557, PI
1239, 1760694, 1772733, and 1915112, are very resistant; only
21 to 25% of the 88 compounds are active against these five
strains.

We also evaluated the hypothesis that agents with activity

against resistant strains are indeed the most active against
sensitive strains. To test this hypothesis, we compared the
activities against the three strains most susceptible to cipro-
floxacin (TMC 1403, PI 2/8, and 1695757) with those against
the three strains most resistant to ciprofloxacin (PI 4/44,
1772733, and 1915112) for the 87 quinolones (Fig. 3). MICs
for the susceptible and resistant strains were compared for
the 54 instances for which MICs of both groups were on

TABLE 3. Distributions of active and inactive compounds for the
14 tested strains®

PI 12/39...............
1760694
1988557 .
1915112 ...19 (21.6)
1772733 19 (21.6)

¢ Agents with MICs of <16 pg/ml were regarded as active, while those with
MIC:s of >16 pg/ml were regarded as inactive.

No. (%)
Strain of active
agents
TMC 1403...... o iiiiiieeereieereceecaeceecrecsessnesansnncsenns 56 (63.6)
PI2/B..eeeieiieiaiiinceecncesasescecssessesacescensasassasansnssnsnnnen 56 (63.6)
1695757 ..neeeiiiiireereeteteecrecteernssaecnesnnssesrnsenssnsenannns 48 (54.5)
1779564 ... eeeeeeeieeereeeeeanernnenaesenesenesansnns 46 (52.2)
PI44/4 ......uaeeeeeieenieenieiinceenenrananans 41 (46.6)
1958339 ..ttt rereeteeereeeetnsnseeernesneananannnn 38 (43.2)
PI2/6..cneeininineninieiniereeeeaeeracencacnncacsncans 29 (32.9)
TMC 1461.......niareiiieieeeineteceecenereceacsansnsencensennns 29 (32.9)
34540W ....oniiiiirecreeee e recaneeeeeneensaaensnnnnanns 27 (30.7)
22 (25.0)
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FIG. 2—Continued.

scale. MICs for the susceptible strains were =232-fold lower
than those for the resistant strains in 11 instances, 4- to
16-fold lower in 36 instances, and =2-fold lower in 7 in-
stances. Overall we find that activity against susceptible
strains is a poor predictor of activity against resistant strains.
This is shown by the clustering of values along the y axis of
Fig. 3. However, good activity against resistant strains
guarantees good activity against susceptible strains, as
shown by the fact that all the values fall in a triangular area
around the y axis of Fig. 3.

We also compared the activities of the agents against the
most susceptible strain overall (TMC 1403) and the most
resistant strain (PI 12/39). Twenty agents were highly active
against the susceptible strain (MICs, <0.25 pg/ml), but only
one agent had an MIC of <0.5 pg/ml and only five had MICs
of <2 pg/ml against the resistant strain. Therefore, activity
against resistant strains is a valid indicator of activity against
all strains.

DISCUSSION

While ciprofloxacin is generally regarded as the most
active of the quinolones currently in clinical use against M.
avium-M. intracellulare complex strains, almost 40% of
strains are regarded as resistant to the current clinical
breakpoint of 2 pg/ml (28). Of other quinolones, WIN 57273
has been reported to have activity against M. avium-M.
intracellulare complex, with MICygs in two studies of 1 and
4 pg/ml, compared with 1 and 16 pg/ml for ciprofloxacin (1,
11); however, this agent is not being developed further for

clinical use. Sparfloxacin (PD 131501, also known as AT-
4140) has also been evaluated for activity against M.
avium-M. intracellulare complex, with findings of MICys of
0.5 to 4 pg/ml, compared with 1 to 16 pg/ml for ciprofloxacin
(1, 8, 15, 26, 29). Sparfloxacin has also shown good efficacy
in a human macrophage model (22).

The need for development of quinolones with improved
activity against M. avium-M. intracellulare complex is ob-
vious, and several promising candidates have been uncov-
ered in this study, particularly PD 125354, which has an
MIC,, of 2 pg/ml, fourfold lower than that of ciprofloxacin
and twofold lower than that of sparfloxacin.

It is clear from our results that M. avium-M. intracellulare
complex strains exhibit variable and progressive resistance
to the drugs rather than an abrupt change as would be
expected if the drugs were all becoming inactive or if the
strains were in two different categories. Fluoroquinolone
resistance in bacteria such as staphylococci is due to
changes in the DNA gyrase or drug penetration (8, 21); the
mechanism responsible for the wvariation seen in M.
avium-M. intracellulare complex is unknown. Most of the 88
quinolones tested showed at least some activity against a few
strains at the concentrations tested, although activity was
typically 4- to 16-fold lower against resistant strains com-
pared with susceptible strains (Fig. 3). While low MICs
against resistant strains are found for compounds that are
extremely active against susceptible strains, activity of an
agent against susceptible strains is not an indication that the
agent will be active against resistant strains.

In a study reported in the accompanying paper (18a), we
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evaluated the molecular structural constraints that may be
relevant to this increasing resistance to drugs in an effort to
identify either a universal drug or a combination of agents
that would be effective throughout the whole spectrum of
strains. The results were evaluated in an attempt to find a
possible link between the structure and activity of these
quinolones by using the MULTICASE methodology, a com-
puter automated structure evaluation program to help iden-
tify the relevant structural factors and develop adequate
quantitative structure-activity relationships (6, 16, 18). In-
deed, as the key structural features relevant to activity are
identified, they can be used to efficiently optimize the
structure of the compounds to achieve optimal activity.

ACKNOWLEDGMENTS

This work was supported in part by the National Institute of
Allergy and Infectious Diseases as a National Cooperative Drug
Discovery Group for Opportunistic Infections grant (AI 30189 SRC).

We thank the Parke-Davis Company for providing samples of the
quinolones used in this study.

REFERENCES

1. Barrett, M. S., R. N. Jones, M. E. Erwin, and F. P. Koontz.
1992. CI-960 (PD 127391 or AMM-1091), sparfloxacin, WIN
57273, and isepamicin activity against clinical isolates of Myco-
bacterium avium-intracellulare complex, M. chelonae, and M.
fortuitum. Diagn. Microbiol. Infect. Dis. 15:169-171.

2. Benbrook, D. M., and R. V. Miller. 1986. Effects of norfloxacin
on DNA metabolism of Pseudomonas aeruginosa. Antimicrob.
Agents Chemother. 29:1-6.

3. Cornett, J. B., and J. P. Wentland. 1986. Quinolone antibacte-

rial agents. Annu. Rep. Med. Chem. 21:139-148.

4. Domagala, J. M., A. J. Bridges, T. P. Culbertson, L. Gambino,

S. E. Hagen, G. Karrick, K. Porter, J. P. Sanchez, J. A. Sesnie,
F. G. Spense, D. Szotek, and J. Wemple. 1991. Synthesis and
biological activity of 5-amino- and 5-hydroxyquinolones, and
the overwhelming influence of the remote N;-substituent in
determining the structure-activity relationship. J. Med. Chem.
34:1142-1154.

5. Domagala, J. M., S. E. Hagen, T. Joannides, J. S. Kiley, E.

Laborde, M. C. Schroeder, J. A. Sesnie, M. A. Shapiro, M. J.
Suto, and S. Vanderroest. 1993. Quinolone antibacterials con-
taining the new 7-[3-(1-aminoethyl)-1-purrolidinyl] side chain:
the effects of the 1-aminoethyl moiety and its stereochemical
configurations on potency and in vivo efficacy. J. Med. Chem.
36:871-882.

6. Domagala, J. M., L. D. Hanna, C. L. Heifetz, M. P. Hutt, T. F.

Mich, J. P. Sanchez, and M. Solomon. 1986. New structure-
activity relationships of the quinolone antibacterials using target

" enzyme. The development and application of a DNA gyrase
assay. J. Med. Chem. 29:394-404.

7. Domagala, J. M., and P. Peterson. 1989. New 7-substituted

quinolone antibacterial agents. II. The synthesis of 1-ethyl-1,4-
dihydro-4-oxo-7-(pyrazolyl, isoxazolyl, and pyrimidinyl)-1,8-
naphthyridine and quinolone-3-carboxylic acids. J. Heterocycl.
Chem. 26:1147-1155.

8. Eliopoulos, G. M., K. Klimm, and M. L. Grayson. 1990. In vitro

activity of sparfloxacin (AT-4140, CI 987, PD 131501), a new
quinolone antimicrobial agent. Diagn. Microbiol. Infect. Dis.
13:345-348.

9. Fenlon, C. H., and M. H. Cynamon. 1986. Comparative in vitro

activities of ciprofloxacin and other 4-quinolones against Myco-
bacterium tuberculosis and Mycobacterium intracellulare. An-
timicrob. Agents Chemother. 29:386-388.



VoL. 37, 1993 ANTI-M. AVIUM ACTIVITY OF QUINOLONES 1805
>32 1 9 5 10 8 1 1 2 37”7
P d
P d
32 3 4 4 8 6 4 1 L2
P
P d
’ P d
16 10 3 3 2 3 -,
rd
P
P P4

2 P

£ 8 7 2 2 5 1 . s

[

s P4

& 4 1 2 /,/

4 ’,

..o. P d

- 2 7 2 7

3 ol

P d
P4

£ 1 8 -7

] g

H PR

P d
0.5 2 R4
P d
P d
Pd
P4
<0.25 27
P4
P d
<0.25 0.5 1 2 4 8 16 32 >32

10.

11.

12.

13.

14.

15.

MICs in pg/ml of susceptible strains

FIG. 3. MICs of the 87 quinolones against the three strains most susceptible to ciprofloxacin (horizontal axis) plotted against MICs of the
three strains most resistant to ciprofloxacin (vertical axis). Data were plotted from paired data from susceptible and resistant strains (TMC
1403 versus 1772733, PI 2/8 versus PI 4/44, and 1695757 versus 1915112). Of the 54 on-scale values, MICs for susceptible strains were =>32-fold
lower than those for resistant strains in 11 instances, 4- to 16-fold lower in 36 instances, and <2-fold lower in 7 instances. Almost all on-scale
points fell above the dashed line, indicating higher MICs for the resistant strains with all agents, with none along the dashed line, where they
would be if MICs were equivalent. No points fell into the area below the dashed line, where they would be if any MICs against susceptible
strains were higher than those against resistant strains.

Gay, J. D., D. R. Deyoung, and G. D. Roberts. 1984. In vitro
activities of norfloxacin and ciprofloxacin against Mycobacte-
rium tuberculosis, M. avium complex, M. chelonei, M. fortui-
tum, and M. kansasii. Antmicrob. Agents Chemother. 26:94-96.
Gellert, M., K. Mizuuchi, M. H. O’Dea, T. Itoh, and J. Tomi-
zawa. 1977. Nalidixic acid resistance: a second genetic charac-
ter involved in DNA gyrase activity. Proc. Natl. Acad. Sci.
USA 74:4772-4776.

Goueffon, Y., G. Montay, F. Roquet, and H. Pesson. 1981. New
synthetic antimicrobial agent: 1-4-dihydro-1-ethyl-6-fluoro-7-(4-
methyl-1-piperazinyl)-4-oxo-quinoline-3-carboxylic acid (1589
R.B.). C.R. Acad. Sci. Ser. 3 292:37-40.

Hagen, S. E., J. M. Domagala, C. L. Heifetz, and J. Johnson.
1991. Synthesis and biological activity of 5-alkyl-1,7,8-trisubsti-
tuted-6fluoroquinolone-3-carboxylic acids. J. Med. Chem. 34:
1155-1161.

Heifets, L. B., and P. J. Lindholm-Levy. 1987. Bacteriostatic and
bactericidal activities of ciprofloxacin and ofloxacin against
Mycobacterium tuberculosis and Mycobacterium avium com-
plex. Tubercle 68:267-276.

Heifets, L. B., and P. J. Lindholm-Levy. 1990. Minimal inhibi-
tory and bactericidal activities of Win 57273 against Mycobac-
terium avium and Mycobacterium tuberculosis. Antimicrob.

16.

17.

18.

Agents Chemother. 34:770-774.

Hogberg, T., I. Khanna, S. D. Drake, L. A. Mitscher, and L. L.
Shen. 1984. Structure-activity relationships among DNA gyrase
inhibitors. Synthesis and biological evaluation of 1,2-dihydro-
4,4-dimethyl-1-oxo-2-naphthalenecarboxylic acid as 1-carbabio-
isoesters of oxolonic acid. J. Med. Chem. 27:306-310.
Johnson, S. M., and G. D. Roberts. 1987. In vitro activity of
ciprofloxacin and ofloxacin against the M. avium-intracellulare
complex. Diagn. Microbiol. Infect. Dis. 7:89-91.

Klopman, G., O. T. Macina, M. E. Levinson, and H. S. Rosen-
kranz. 1987. Computer automated structure evaluation of quin-
olone antibacterial agents. Antmicrob. Agents Chemother. 31:
1831-1840.

18a.Klopman, G., S. Wang, M. R. Jacobs, and J. J. Ellner. 1993.

19.

Anti-Mycobacterium avium activity of quinolones: structure-
activity relationship studies. Antimicrob. Agents Chemother.
37:1807-1815.

Koga, H., A. Itoh, S. Murayama, S. Suzue, and T. Irikura. 1980.
Structure activity relationships of antibacterial 6,7- and 7,8-
disubstituted - 1-alkyl-1,4-dihydro-4-oxoquinoline-3-carboxylic
acids. J. Med. Chem. 23:1358-1363.

. Matsumoto, J., T. Miyamoto, A. Minamida, Y. Nishimura, H.

Egawa, and H. Nishimura, H. 1984. Synthesis of fluorinated



1806

21.

22.

24.

KLOPMAN ET AL.

pyridines by Balz-Schieman reaction. An alternative route to
enoxacin, a new antibacterial pyridone-carboxylic acid. J. Het-
erocycl. Chem. 21:673-679.

Morita, J., K. Watabe, and T. Komano. 1984. Mechanism of
action of new synthetic nalidixic acid-related antibiotics: inhi-
bition of DNA gyrase supercoiling catalyzed by DNA gyrase.
Agric. Biol. Chem. 38:663-668.

Perronne, C., A. Gikas, C. Truffot-Pernot, J. Grosset, J. L.
Vilde, and J. J. Pocidalo. 1991. Activities of sparfloxacin,
azithromycin, temafloxacin, and rifapentine compared with that
of clarithromycin against multiplication of Mycobacterium
avium complex within human macrophages. Antimicrob.
Agents Chemother. 35:1356-1359.

. Sanchez, J. P., A. J. Bridges, R. Buesh, J. M. Domagala, R. D.

Gogliotti, S. E. Hagen, C. L. Heifetz, E. T. Joannides, J. C.
Sesnie, M. A. Shapiro, and D. L. Szotek. 1992. New 8-(trifluo-
romethyl)-substituted quinolones. The benefits of the 8-fluoro
group with reduced phototoxic risk. J. Med. Chem. 35:361-367.
Sata, K., M. Matsuura, T. Inoue, T. Une, Y. Osada, H. Ogawa,
and S. Mitsubashi. 1982. In vitro and in vivo activity of
DL-8280, a new oxazine derivative. Antimicrob. Agents
Chemother. 22:548-553.

. Sugine, A., C. L. Peebles, K. N. Kreuzer, and N. R. Cozzarelli.

1977. Mechanism of action of nalidixic acid: purification of
Escherichia coli nalA gene product and its relationship to DNA
gyrase and a novel nicking-closing enzyme. Proc. Natl. Acad.
Sci. USA 22:1238-1244.

27.

29.

30.

31.

32.

ANTIMICROB. AGENTS CHEMOTHER.

. Truffot-Pernot, C., B. Ji, and J. Grosset. 1991. In vitro activity

of sparfloxacin against tuberculous and nontuberculous myco-
bacteria. Eur. J. Clin. Microbiol. Infect. Dis. Special Issue:561—
562.

Wise, R., J. Andrews, and L. Edward. 1983. In vitro activity of
Bay 09867, a new quinoline derivative, compared with those of
other antimicrobial agents. Antimicrob. Agents Chemother.
23:559-564.

. Yajko, D., P. S. Nassos, and W. K. Hadley. 1987. Broth

microdilution testing of susceptibilities to 30 antimicrobial
agents of M. avium strains from patients with AIDS. Antimi-
crob. Agents Chemother. 31:1579-1584.

Yajko, D. M., C. A. Sanders, P. S. Nassos, and W. K. Hadley.
1990. In vitro susceptibility of Mycobacterium avium complex
to the new fluoroquinolone sparfloxacin (CI-978; AT-4140) and
comparison with ciprofloxacin. Antmicrob. Agents Chemother.
34:2442-2444.

Yamagishi, J., Y. Furutani, S. Inoue, T. Ohue, S. Nakamura,
and M. Shimizu. 1981. New nalidixic acid resistance mutations
related to deoxyribonucleic acid gyrase activity. J. Bacteriol.
148:450-458.

Young, L. S., G. W. Berlin, and C. B. Inderlied. 1987. Activity
of ciprofloxacin and other fluorinated quinolones against myco-
bacteria. Am. J. Med. 82(Suppl. 4A):23-26.

Zweerink, M. M., and A. Edison. 1986. Inhibition of Micrococ-
cus luteus DNA gyrase by norfloxacin and 10 other quinolone
carboxylic acids. Antimicrob. Agents Chemother. 29:598-601.



