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Anti-tubercular activity of triazoloquinolone and isoniazid-fluoroquinolones 
compounds 

Chhavi Asthana 1*, Mohammad Asif 2

Quinolone derivative, particularly fluoroquinolones are important synthetic antimicrobial 
agents. Currently some quinolone derivatives are under investigation for the treatment of 
multidrug-resistant tuberculosis (MDR-TB) and extensive drug resistance tuberculosis 
(XDR-TB), and are under investigation as first-line anti-TB drugs. The main biological 
objective in Mycobacterium tuberculosis is the DNA gyrase, a topoisomerase II encoded 
by gyrA and gyrB that is necessary to retain the DNA supercoil. Mutations in short 
regions of DNA gyrase are associated with quinolone resistance and take place in several 
MDR clinical isolates of M. tuberculosis. The new quinolone derivatives, isoniazid-
fluoroquinolones and triazoloquinolone derivatives are representatives of a new class of 
potent and selective anti-TB agents. The esters of triazoloquinolone derivatives are with 
absence of cytotoxicity. Furthermore, they are particularly interesting is their activity 
against MDR-TB and XDR-TB. 
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1. INTRODUCTION_________________________________________ 
Tuberculosis (TB) is one of the most widespread infectious diseases, concerning one-third of world's 
population (about 2 billion people) infected with Mycobacterium species, mainly M. tuberculosis. 
Every year, approximately 8 million of the TB infected people develop active TB, and almost 2 
million die of the disease and approximately one life is lost due to TB every 15 seconds. According 
to the 2011 Global TB Control Report of the World Health Organization (WHO), in 2010 650,000 
cases of MDR-TB emerged among the world’s 12 million prevalent cases of TB [1,2]. Even more 
terrifying is the appearance of multi drug resistant tuberculosis (MDR-TB) and extensively drug 
resistant tuberculosis (XDR-TB) reported in all around the world. The increased number of MDR 
strains, is closely associated to the growing global HIV/AIDS pandemic [3]. The connection of TB 
and HIV infections is so dramatic that, in some cases, almost two-thirds of the patients diagnosed 
with TB are also HIV-1 positive [4], and the risk of developing TB is between 20 and 37 times 
greater in people living with HIV than among those who do not have HIV infection [5]. TB is the 
leading cause of death among HIV infected people. TB accounts for more than a quarter of deaths 
among people living with HIV worldwide [6,7]. Since HIV infection is a major risk factor for the 
development of active TB which, in turn it is a cofactor in the expansion of HIV infection [8]. The 
immune suppression linked to HIV infection has also caused the emergence of many infections, like 
M. avium complex (MAC) infections [9-11]. M. avium complex (MAC) infections can cause severe 
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illness in people with advanced AIDS but rarely affects others [12-14]. Since the introduction of 
highly active antiretroviral therapy (HAART), the rate of MAC infection has substantially declined. 
Current treatment of disseminated MAC infection includes the use of macrolides (clarithromycin or 
azithromycin) in combination with ethambutol, or rifabutin. These drugs increase overall the patients 
survival time , however treatment must be continued indefinitely in patients with advanced AIDS or 
discontinued after at least 12 months in those who are also treated with HAART and experience 
immune reconstitution [15].  Although the introduction of HAART has significantly contributed to 
reduce the frequency and improve the outcome of MAC infection, this remains an important 
complication of AIDS for which new therapeutic approaches are needed. One of the main problems 
faced is that the in vitro susceptibility testing results of non-tuberculous mycobacteria do not 
correspond with how these bacteria respond to treatment in patients [16]. In M. tuberculosis the 
existence of hetero-resistance has also been shown when the presence of mutations associated with 
resistance to certain drugs is genetically studied [17]. In order to improve these problems, a 
significant effort is being made to standardize methods of studying the susceptibility of these 
microorganisms in vitro. In the latter editions of the National Committee for Clinical Laboratory 
Standards (NCCLS), there are also included recommendations to evaluate the in vitro activity of M. 
chelonae, M. abscessus, M. fortuitum, M. avium complex (MAC), M. marinum and M. kansasii 
[18,19], these systems being already proved to provide acceptable results for of the study of M. 
tuberculosis susceptibility to isoniazid and rifampicin only [20]. In the recent years efforts have been 
made to standardize the in vitro susceptibility tests, especially of M. tuberculosis to fluoroquinolones 
[21]. With regard to non-tuberculous mycobacteria, susceptibility testing for baseline MAC isolates 
from AIDS patients not previously treated with clarithromycin or azithromycin does not appear to be 
useful in guiding therapy [22]. Furthermore, the treatments currently used for TB are prolonged and 
may produce important side effects, especially when the strain is resistant to isoniazid and 
rifampicin. Therefore, the Global Alliance for Tuberculosis Drug Development recommends that in 
order to stop the spread of TB it is necessary to develop new fast acting drugs [23]. Moreover, it is 
very important to try to prevent primary resistance emerging and limit the spread of resistant strains 
[24], since recently there has been great concern about the increasing spread of MDR strains [25,26]. 

2. THE MOST PROMISING DRUGS__________________________ 
In order to alleviate this problem, many experimental studies have been done and the new 
fluoroquinolones (moxifloxacin and gatifloxacin) and linezolid have been shown to exhibit good in 
vitro activity against M. tuberculosis and against other mycobacteria [27]. The good activity of these 
compounds has been verified in animal models, and moxifloxacin is known to have potent activity 
against both actively multiplying and non-actively multiplying tubercle bacilli. Using a murine 
model, the combination of moxifloxacin, rifampin and pyrazinamide has been seen to reduce the 
time needed to eradicate M. tuberculosis from the lungs of infected mice by up to 2 months when 
compared to the standard regimen of isoniazid, rifampin and pyrazinamide [27], although this has 
not been demonstrated in humans [28]. The rapid development of fluoroquinolone resistance in M. 
tuberculosis has also been reported [29]. Linezolid has proved to be useful in the treatment of some 
cases of MDR-TB, but its prolonged use is frequently associated with toxicity, mainly anaemia and 
peripheral neuropathy [30]. Some drugs of rifampicin family, such as rifalazil, rifapentin, and 
rifabutin, have also been proved to be useful. For example, in mouse, rifalazil in combination with 
isoniazid have been found to be more active than rifampin/ isoniazid [31]. As far as treatment of 
non-tuberculous mycobacteria is concerned, the new fluoroquinolones exhibit good activity against 
M. kansasii and M. fortuitum, and linezolid is active against M. kansasii [32]. Latent TB infects one-
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third of the world and its treatment may be the basis for controlling this disease in the future, 
provided that the right drugs are found. With this end in mind, models that attempt to mimic the 
latent state are being developed [33]. The combination of rifapentine and isoniazid was better 
tolerated than the combination of rifampin and pyrazinamide and was associated with good 
protection [34]. In the case of MAC, the efficacy of treatment with azithromycin and thiacetazone is 
being evaluated, as well as the efficacy of clarithromycin compared with that of azithromycin, and 
that of the clarithromycin/etambutol combination compared with rifabutin or clofazimine [35,36].  

3. CHEMOTHERAPY OF TUBERCULOSIS____________________ 
Earlier to the beginning of effective chemotherapy of TB, 50% of patients with active pulmonary TB 
died within 2 years. Since 1940s the introduction of the combination of streptomycin and para-
aminosalicylic acid in therapy and successively, the addition of isoniazid, ethambutol, rifampin and 
pyrazinamide, used in various combinations, resulted in a significant decrease in the mortality. These 
drugs are recommended as first-line therapy [37]. However, quinolines are classified as second-line 
drugs, since their use in TB treatment still remains controversial [38]. They are recommended and 
suggested in managing MDR-TB and XDR-TB, due to the fact that they have a broad and potent 
spectrum of antimicrobial activity and can also be administered orally, giving a better chance of cure 
and preventing the development and spread of further resistance [39].  
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Figure 3: Third generation quinolone compounds 
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Figure 4: Fourth generation quinolone compounds 

The 4-quinolones-3-carboxylic acid, typical of quinolones, have been reported to display “non-
classical” biological activities, such as antitumor, anxiolitic, anti-ischemic, anti-HCV-NS3 helicase 
and NS5B polymerase activities, anti-HSV-1, anti-HIV-1 integrase and CB-2 agonists [40,41]. 
However, quinolones remain one of the most widely prescribed antibiotics. Generally quinolones are 
classified in four generations. The first generation is represented by quinolones without fluorine as 
nalidixic acid, cinoxacin and oxolinic acid (Figure 1); the second one by norfloxacin, ciprofloxacin, 
ofloxacin, enoxacin and lomefloxacin (Figure 2); the third one by levofloxacin, sparfloxacin and 
gatifloxacin (Figure 3) and the fourth generation is represented by moxifloxacin and trovafloxacin 
(Figure 4) [42]. The most recent fluoroquinolones (FQs) are being evaluated as potential anti-TB 
drugs, also for their potential to shorten TB treatment duration, one of the major strategies for TB 
control [43,44].  The use of levofloxacin or moxifloxacin for the treatment of XDR-TB, defined as 
resistance to isoniazid, rifampicin, a FQ and a second-line injectable drug, even when ofloxacin 
resistance is present [45,46]. 

4. FLUOROQUINOLONE DERIVATIVES-MODIFICATIONS, 
RESEARCH TRENDS________________________________________ 

A great amount of work has been done in order to acquire useful knowledge about mechanism of 
action and resistance to available anti-TB agents. Fluoroquinolones has been one of the most 
effective anti-TB drugs used in clinical practice. The antimycobacterial pharmacophore moiety of 
fluoroquinolones have been introduced in a number of various types of molecules to prepare simple 
or more complicated compounds to improve their activity against Mycobacteria sp., and their MDR 
strains. All these fluoroquinolone molecule modifications are possessing at least medium anti-TB 
activity. The reported fluoroquinolones derivatives are classified according to their structure. 
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Table 1: Quinolones that inhibit M. tuberculosis DNA gyrase activity and growth (Concentration in µg/mL). 
Quinolones IC50 CC50 MIC Quinolones IC50 CC50 MIC 

Sparfloxacin 2 5 0.25 Trovafloxacin 15 25 16 

Sitafloxacin 2.5 2 0.25 Grepafloxacin 16 15 1 

Clinafloxacin 2.5 5 0.5 Peflofloxacin 37 40 8 

Gatifloxacin 3 4 0.12 Tosufloxacin 37 25 16 

Ciprofloxacin 3.5 6 0.5 Temafloxacin 40 35 4 

Floxifloxacin 4.5 4 0.5 Flerofloxacin 45 50 6.25 

Levofloxacin 5 12 0.5 Enofloxacin 50 25 8 

Oflofloxacin 10 20 1 Oxolinic acid 300 - 32 

Gemifloxacin 11 6 4 Flumequin 500 - 64 

Garefloxacin 13 15 2 Pipemidic acid 1000 - 128 

Norfloxacin 14 40 4 Nalidixic acid 1100 - 128 

 

5. NEW CLASS OF QUINOLONE DERIVATIVES 
TRIAZOLOQUINOLONES___________________________________ 

Triazolo[4,5-f]quinoline-8-carboxylic acids exhibited in vitro antibacterial activity against both 
gram-positive and gram-negative bacteria. As for the C-5 substituents, a fluorine atom was the most 
favorable of the three groups, H, F, and Cl [47]. In the last decade, various quinolone compounds 
have been reported to have antitubercular activity. M. tuberculosis isolates expressing resistance to 
both isoniazid and rifampin are susceptible to fluoroquinolones. The activity of triazolo[4,5-
h]quinolone-carboxylic acids, a new class of compounds active against MDR-TB. This novel class 
of quinolones is endowed with a selective anti-TB activity, coupled with absence of cytotoxicity. 
The new derivatives showed that the methyl group is the most effective substituent in both N-3 and 
N-9 positions of the ring system [48]. Quinolone derivatives, 3-methyl-9-substituted-6-oxo-6,9-
dihydro-3H-[1,2,3]-triazolo [4,5-h]quinolone-7-carboxylic acids and their ethyl esters parents 
(Figure 5; compounds 1-34)  have anti-TB activity [49-52]. 
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Compound R1 R2 Compound R1 R2 
1 CH3 CH3 18 CH3 CH3 
2 CH3 CH2CH3 19 CH3 CH2CH3 
3 CH3 CH2CH2CH3 20 CH3 CH2CH2CH3 
4 CH3 CH2CH2CH2CH3 21 CH3 CH2CH2CH2CH3 
5 CH3 CH2CH=CH2 22 CH3 CH2CH=CH2 
6 CH3 benzyl 23 CH3 Benzyl 
7 CH3 4-Me-benzyl 24 CH3 4-Me-benzyl 
8 CH3 4-Br-benzyl 25 CH3 4-Br-benzyl 
9 CH3 CH2CH2-phenyl 26 CH3 CH2CH2-phenyl 

10 CH3 C(CH3)3 27 CH3 C(CH3)3 
11 CH3 CH2C(CH3)=CH2 28 CH3 CH2C(CH3)=CH2 
12 CH3 CH2-cyclopropyl 29 CH3 CH2-cyclopropyl 
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13 CH3 CH2-cyclobutyl 30 CH3 CH2-cyclobutyl 
14 CH2Ph CH3 31 CH2Ph CH3 
15 CH2Ph CH2CH3 32 CH2Ph CH2CH3 
16 CH2Ph CH2CH=CH2 33 CH2Ph CH2CH=CH2 
17 CH2Ph CH2CH2CH2CH3 34 CH2Ph CH2CH2CH2CH3 

Figure 5: Chemical structure of [1,2,3]triazolo[4,5-h]quinolone compounds 1-34 

All compounds anti-TB in vitro activity have been evaluated in comparison with standard anti-TB 

drugs. The results showed that [1,2,3] triazolo[4,5- h]quinolones exhibited a good anti-TB activity, 

without cytotoxicity [48]. Compounds 10, 27 and 31 showed the best activity against mycobacteria. 

Among them, compound 10 was the most potent against H37Rv and H37Ra (MIC90 = 0.5μg/mL), 

and 11 clinical isolates of MDR-TB (Table 2) [50]. The small, electron donor methyl group in 

position N3 gave the best results, since the introduction of an increasing steric effect substituent (as 

the benzyl group) led to a loss of the biological effect, like as more lipophilic and bulking 

substituents at the N9 position. Lastly, when MICs were determined against gram-positive and gram-

negative bacteria and against Candida sp. all compounds were inactive (MIC > 64-100μg/mL) [53].  

Table 2: In-vitro evaluation of triazoloquinolone compounds 10, 27, 31 against Mycobacterium (MIC:µg/mL) 
 Compound M. tuberculosis 

H37Rv 
M. tuberculosis 

H37Ra 
M. smegmatis mc2 

155 
M. bovis 

10 0.5 0.5 5 4 
27 16 8 32 16 
31 8 4 32 4 

Ethambutol 5 4 0.5 2 
Rifampin <0.5 <0.06 8 - 

Streptomycin 1 1 - - 
Ciprofloxacin 0.5 0.5 0.125 0.25 

 

6. ISONIAZID-FLUOROQUINOLONES_______________________ 
The adducts of isoniazid with antibacterial fluoroquinolones 35 and 36 exhibited the MIC value 
[μmol] of 1.30 and 1.26 respectively. The fluoroquinolone-isoniazid derivatives showed higher 
activity than the above discussed quinolone-isoniazid derivatives 35 and 36 (fig 5) [54]. Further 
indolyl-isoniazid-flouroquinolone derivatives 37-40 were prepared [55]. All compounds are 
substituted by anti-TB active gatifloxacin at the same time. All compounds 37-40 are more lipophilic 
than gatifloxacin, which is important for penetration of these com-pounds through 
bacterial/mycobacterial cell. Assuming the issue of penetration is even more crucial for quinolone 
activity against Mycobacteria sp. All compounds were tested against M. tuberculosis, and against 
MDR-TB and they showed similar activity. According to the results, it can be assumed, that 
unsubstituted gatifloxacin exhibited higher activity against M. tuberculosis, whereas prepared 
analogues 37-40 (fig 6) showed good efficacy against MDR-TB strains. All the compounds were 
also evaluated for their cytotoxicity and all the discussed derivatives were found to be non-toxic until 
62.5µg/ml. Combination of isoniazid with other appropriate antibacterial component leads to the 
prodrugs with prolonged release and possible synergism as compound 41. Their activities are 
comparable with fluoroquinolone not only against M. tuberculosis H37Rv, but they exhibited 
activity also against some clinical isolated atypical strains. MIC value of compound 41 (fig 7) 
against various mycobacterium were M. tuberculosis H37Rv (-μmol/l) M. tuberculosis 331/88 (2.0 
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μmol/l) M. avium 330/88 (125 μmol/l) M. kansasii 235/80 (2.0 μmol/l) and M. kansasii 6509/96 (2.0 
μmol/l) [56,57]. 
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Figure 6: Fluoroquinolone-isoniazide derivatives 35 and 36 
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7. DISSCUSSION____________________________________________ 
In view of the persistent drug-resistant (MDR-TB/XDR-TB) problems to currently used anti-TB 
agents, it is important that new anti-TB agents should address different targets, as those of currently 
used drugs including the shortening of TB therapy. The unique structure of the mycobacterial cell 
wall makes it a useful target for drug development and studies can be directed to specific sites. 
Although one possible long term solution to the problem is a better vaccine, in the short term, the 
major reliance will be on chemotherapy requiring the development of novel, effective and non-toxic 
anti-TB agents to control TB. However, in recent years, there is an enhanced activity in the research 
and development of new drugs for TB. Some compounds are presently in clinical development, 
while others are being investigated pre-clinically in an attempt to explore new molecules for the 
target based treatment of TB [1,42,]. Simultaneously, some new targets are being identified and 
validated for their practical usefulness. The specific goal would be to bring new, affordable TB 
agents that would reduce duration of treatment, effective against latent infections andagainst MDR-
TB/XDR-TB, cheap and easily available [32,58]. Thetriazolo[4,5-h]quinolone-carboxylic acid 
derivatives have specific anti-TB potential. This characteristic is quite relevant in the context of a new 
anti-TB drug for two main reasons. First, the limited spectrum should not disturb the existing normal 
flora and, therefore, should likely be better tolerated as compared with wide spectrum existing 
treatments. Second, the selectivity of the antimicrobial activity should limit the selection of resistant 
mutants among species that are not specifically targeted by the treatment, therefore reducing the risk 
of vertical transmission of resistance across species. 

8. Conclusions___________________________________________ 
The triazolo[4,5-h]quinolone-carboxylic acid derivatives belong to a novel class of quinolones 
endowed with a selective anti-TB activity. The comparison of the new derivatives with the previous 
series shows that the methyl group is the most effective substituent in both N-3 and N-9 positions of 
the ring system. In conclusion, these new quinolones are particularly adapted to be used as anti-TB 
agents. Finally, the selectivity and the consistent ability to reduce the onset of cross resistance of 
triazoloquinoles, probably due to their different mechanism of action, lead them to be good 
candidates for further development of new anti-TB drugs. 
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Abstract

		Quinolone derivative, particularly fluoroquinolones are important synthetic antimicrobial agents. Currently some quinolone derivatives are under investigation for the treatment of multidrug-resistant tuberculosis (MDR-TB) and extensive drug resistance tuberculosis (XDR-TB), and are under investigation as first-line anti-TB drugs. The main biological objective in Mycobacterium tuberculosis is the DNA gyrase, a topoisomerase II encoded by gyrA and gyrB that is necessary to retain the DNA supercoil. Mutations in short regions of DNA gyrase are associated with quinolone resistance and take place in several MDR clinical isolates of M. tuberculosis. The new quinolone derivatives, isoniazid-fluoroquinolones and triazoloquinolone derivatives are representatives of a new class of potent and selective anti-TB agents. The esters of triazoloquinolone derivatives are with absence of cytotoxicity. Furthermore, they are particularly interesting is their activity against MDR-TB and XDR-TB.





Keywords: Anti-TB, MDR-TB, triazoloquinolones, XDR-TB, DNA gyrase inhibitors.

1. INTRODUCTION_________________________________________

Tuberculosis (TB) is one of the most widespread infectious diseases, concerning one-third of world's population (about 2 billion people) infected with Mycobacterium species, mainly M. tuberculosis. Every year, approximately 8 million of the TB infected people develop active TB, and almost 2 million die of the disease and approximately one life is lost due to TB every 15 seconds. According to the 2011 Global TB Control Report of the World Health Organization (WHO), in 2010 650,000 cases of MDR-TB emerged among the world’s 12 million prevalent cases of TB [1,2]. Even more terrifying is the appearance of multi drug resistant tuberculosis (MDR-TB) and extensively drug resistant tuberculosis (XDR-TB) reported in all around the world. The increased number of MDR strains, is closely associated to the growing global HIV/AIDS pandemic [3]. The connection of TB and HIV infections is so dramatic that, in some cases, almost two-thirds of the patients diagnosed with TB are also HIV-1 positive [4], and the risk of developing TB is between 20 and 37 times greater in people living with HIV than among those who do not have HIV infection [5]. TB is the leading cause of death among HIV infected people. TB accounts for more than a quarter of deaths among people living with HIV worldwide [6,7]. Since HIV infection is a major risk factor for the development of active TB which, in turn it is a cofactor in the expansion of HIV infection [8]. The immune suppression linked to HIV infection has also caused the emergence of many infections, like M. avium complex (MAC) infections [9-11]. M. avium complex (MAC) infections can cause severe illness in people with advanced AIDS but rarely affects others [12-14]. Since the introduction of highly active antiretroviral therapy (HAART), the rate of MAC infection has substantially declined. Current treatment of disseminated MAC infection includes the use of macrolides (clarithromycin or azithromycin) in combination with ethambutol, or rifabutin. These drugs increase overall the patients survival time , however treatment must be continued indefinitely in patients with advanced AIDS or discontinued after at least 12 months in those who are also treated with HAART and experience immune reconstitution [15].  Although the introduction of HAART has significantly contributed to reduce the frequency and improve the outcome of MAC infection, this remains an important complication of AIDS for which new therapeutic approaches are needed. One of the main problems faced is that the in vitro susceptibility testing results of non-tuberculous mycobacteria do not correspond with how these bacteria respond to treatment in patients [16]. In M. tuberculosis the existence of hetero-resistance has also been shown when the presence of mutations associated with resistance to certain drugs is genetically studied [17]. In order to improve these problems, a significant effort is being made to standardize methods of studying the susceptibility of these microorganisms in vitro. In the latter editions of the National Committee for Clinical Laboratory Standards (NCCLS), there are also included recommendations to evaluate the in vitro activity of M. chelonae, M. abscessus, M. fortuitum, M. avium complex (MAC), M. marinum and M. kansasii [18,19], these systems being already proved to provide acceptable results for of the study of M. tuberculosis susceptibility to isoniazid and rifampicin only [20]. In the recent years efforts have been made to standardize the in vitro susceptibility tests, especially of M. tuberculosis to fluoroquinolones [21]. With regard to non-tuberculous mycobacteria, susceptibility testing for baseline MAC isolates from AIDS patients not previously treated with clarithromycin or azithromycin does not appear to be useful in guiding therapy [22]. Furthermore, the treatments currently used for TB are prolonged and may produce important side effects, especially when the strain is resistant to isoniazid and rifampicin. Therefore, the Global Alliance for Tuberculosis Drug Development recommends that in order to stop the spread of TB it is necessary to develop new fast acting drugs [23]. Moreover, it is very important to try to prevent primary resistance emerging and limit the spread of resistant strains [24], since recently there has been great concern about the increasing spread of MDR strains [25,26].


2. THE MOST PROMISING DRUGS__________________________

In order to alleviate this problem, many experimental studies have been done and the new fluoroquinolones (moxifloxacin and gatifloxacin) and linezolid have been shown to exhibit good in vitro activity against M. tuberculosis and against other mycobacteria [27]. The good activity of these compounds has been verified in animal models, and moxifloxacin is known to have potent activity against both actively multiplying and non-actively multiplying tubercle bacilli. Using a murine model, the combination of moxifloxacin, rifampin and pyrazinamide has been seen to reduce the time needed to eradicate M. tuberculosis from the lungs of infected mice by up to 2 months when compared to the standard regimen of isoniazid, rifampin and pyrazinamide [27], although this has not been demonstrated in humans [28]. The rapid development of fluoroquinolone resistance in M. tuberculosis has also been reported [29]. Linezolid has proved to be useful in the treatment of some cases of MDR-TB, but its prolonged use is frequently associated with toxicity, mainly anaemia and peripheral neuropathy [30]. Some drugs of rifampicin family, such as rifalazil, rifapentin, and rifabutin, have also been proved to be useful. For example, in mouse, rifalazil in combination with isoniazid have been found to be more active than rifampin/ isoniazid [31]. As far as treatment of non-tuberculous mycobacteria is concerned, the new fluoroquinolones exhibit good activity against M. kansasii and M. fortuitum, and linezolid is active against M. kansasii [32]. Latent TB infects one-third of the world and its treatment may be the basis for controlling this disease in the future, provided that the right drugs are found. With this end in mind, models that attempt to mimic the latent state are being developed [33]. The combination of rifapentine and isoniazid was better tolerated than the combination of rifampin and pyrazinamide and was associated with good protection [34]. In the case of MAC, the efficacy of treatment with azithromycin and thiacetazone is being evaluated, as well as the efficacy of clarithromycin compared with that of azithromycin, and that of the clarithromycin/etambutol combination compared with rifabutin or clofazimine [35,36]. 

3. CHEMOTHERAPY OF TUBERCULOSIS____________________

Earlier to the beginning of effective chemotherapy of TB, 50% of patients with active pulmonary TB died within 2 years. Since 1940s the introduction of the combination of streptomycin and para-aminosalicylic acid in therapy and successively, the addition of isoniazid, ethambutol, rifampin and pyrazinamide, used in various combinations, resulted in a significant decrease in the mortality. These drugs are recommended as first-line therapy [37]. However, quinolines are classified as second-line drugs, since their use in TB treatment still remains controversial [38]. They are recommended and suggested in managing MDR-TB and XDR-TB, due to the fact that they have a broad and potent spectrum of antimicrobial activity and can also be administered orally, giving a better chance of cure and preventing the development and spread of further resistance [39]. 
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Figure 1: First generation quinolone compounds
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Figure 2: Second generation quinolone compounds
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Figure 3: Third generation quinolone compounds
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Figure 4: Fourth generation quinolone compounds

The 4-quinolones-3-carboxylic acid, typical of quinolones, have been reported to display “non-classical” biological activities, such as antitumor, anxiolitic, anti-ischemic, anti-HCV-NS3 helicase and NS5B polymerase activities, anti-HSV-1, anti-HIV-1 integrase and CB-2 agonists [40,41]. However, quinolones remain one of the most widely prescribed antibiotics. Generally quinolones are classified in four generations. The first generation is represented by quinolones without fluorine as nalidixic acid, cinoxacin and oxolinic acid (Figure 1); the second one by norfloxacin, ciprofloxacin, ofloxacin, enoxacin and lomefloxacin (Figure 2); the third one by levofloxacin, sparfloxacin and gatifloxacin (Figure 3) and the fourth generation is represented by moxifloxacin and trovafloxacin (Figure 4) [42]. The most recent fluoroquinolones (FQs) are being evaluated as potential anti-TB drugs, also for their potential to shorten TB treatment duration, one of the major strategies for TB control [43,44].  The use of levofloxacin or moxifloxacin for the treatment of XDR-TB, defined as resistance to isoniazid, rifampicin, a FQ and a second-line injectable drug, even when ofloxacin resistance is present [45,46].

4. FLUOROQUINOLONE DERIVATIVES-MODIFICATIONS, RESEARCH TRENDS________________________________________


A great amount of work has been done in order to acquire useful knowledge about mechanism of action and resistance to available anti-TB agents. Fluoroquinolones has been one of the most effective anti-TB drugs used in clinical practice. The antimycobacterial pharmacophore moiety of fluoroquinolones have been introduced in a number of various types of molecules to prepare simple or more complicated compounds to improve their activity against Mycobacteria sp., and their MDR strains. All these fluoroquinolone molecule modifications are possessing at least medium anti-TB activity. The reported fluoroquinolones derivatives are classified according to their structure.

Table 1: Quinolones that inhibit M. tuberculosis DNA gyrase activity and growth (Concentration in µg/mL).


		Quinolones

		IC50

		CC50

		MIC

		Quinolones

		IC50

		CC50

		MIC



		Sparfloxacin

		2

		5

		0.25

		Trovafloxacin

		15

		25

		16



		Sitafloxacin

		2.5

		2

		0.25

		Grepafloxacin

		16

		15

		1



		Clinafloxacin

		2.5

		5

		0.5

		Peflofloxacin

		37

		40

		8



		Gatifloxacin

		3

		4

		0.12

		Tosufloxacin

		37

		25

		16



		Ciprofloxacin

		3.5

		6

		0.5

		Temafloxacin

		40

		35

		4



		Floxifloxacin

		4.5

		4

		0.5

		Flerofloxacin

		45

		50

		6.25



		Levofloxacin

		5

		12

		0.5

		Enofloxacin

		50

		25

		8



		Oflofloxacin

		10

		20

		1

		Oxolinic acid

		300

		-

		32



		Gemifloxacin

		11

		6

		4

		Flumequin

		500

		-

		64



		Garefloxacin

		13

		15

		2

		Pipemidic acid

		1000

		-

		128



		Norfloxacin

		14

		40

		4

		Nalidixic acid

		1100

		-

		128





5. NEW CLASS OF QUINOLONE DERIVATIVES


TRIAZOLOQUINOLONES___________________________________


Triazolo[4,5-f]quinoline-8-carboxylic acids exhibited in vitro antibacterial activity against both gram-positive and gram-negative bacteria. As for the C-5 substituents, a fluorine atom was the most favorable of the three groups, H, F, and Cl [47]. In the last decade, various quinolone compounds have been reported to have antitubercular activity. M. tuberculosis isolates expressing resistance to both isoniazid and rifampin are susceptible to fluoroquinolones. The activity of triazolo[4,5-h]quinolone-carboxylic acids, a new class of compounds active against MDR-TB. This novel class of quinolones is endowed with a selective anti-TB activity, coupled with absence of cytotoxicity. The new derivatives showed that the methyl group is the most effective substituent in both N-3 and N-9 positions of the ring system [48]. Quinolone derivatives, 3-methyl-9-substituted-6-oxo-6,9-dihydro-3H-[1,2,3]-triazolo [4,5-h]quinolone-7-carboxylic acids and their ethyl esters parents (Figure 5; compounds 1-34)  have anti-TB activity [49-52].
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Compounds 1-17                                          compounds 18-34


		Compound

		R1

		R2

		Compound

		R1

		R2



		1

		CH3

		CH3

		18

		CH3

		CH3



		2

		CH3

		CH2CH3

		19

		CH3

		CH2CH3



		3

		CH3

		CH2CH2CH3

		20

		CH3

		CH2CH2CH3



		4

		CH3

		CH2CH2CH2CH3

		21

		CH3

		CH2CH2CH2CH3



		5

		CH3

		CH2CH=CH2

		22

		CH3

		CH2CH=CH2



		6

		CH3

		benzyl

		23

		CH3

		Benzyl



		7

		CH3

		4-Me-benzyl

		24

		CH3

		4-Me-benzyl



		8

		CH3

		4-Br-benzyl

		25

		CH3

		4-Br-benzyl



		9

		CH3

		CH2CH2-phenyl

		26

		CH3

		CH2CH2-phenyl



		10

		CH3

		C(CH3)3

		27

		CH3

		C(CH3)3



		11

		CH3

		CH2C(CH3)=CH2

		28

		CH3

		CH2C(CH3)=CH2



		12

		CH3

		CH2-cyclopropyl

		29

		CH3

		CH2-cyclopropyl



		13

		CH3

		CH2-cyclobutyl

		30

		CH3

		CH2-cyclobutyl



		14

		CH2Ph

		CH3

		31

		CH2Ph

		CH3



		15

		CH2Ph

		CH2CH3

		32

		CH2Ph

		CH2CH3



		16

		CH2Ph

		CH2CH=CH2

		33

		CH2Ph

		CH2CH=CH2



		17

		CH2Ph

		CH2CH2CH2CH3

		34

		CH2Ph

		CH2CH2CH2CH3





Figure 5: Chemical structure of [1,2,3]triazolo[4,5-h]quinolone compounds 1-34

All compounds anti-TB in vitro activity have been evaluated in comparison with standard anti-TB drugs. The results showed that [1,2,3] triazolo[4,5- h]quinolones exhibited a good anti-TB activity, without cytotoxicity [48]. Compounds 10, 27 and 31 showed the best activity against mycobacteria. Among them, compound 10 was the most potent against H37Rv and H37Ra (MIC90 = 0.5μg/mL), and 11 clinical isolates of MDR-TB (Table 2) [50]. The small, electron donor methyl group in position N3 gave the best results, since the introduction of an increasing steric effect substituent (as the benzyl group) led to a loss of the biological effect, like as more lipophilic and bulking substituents at the N9 position. Lastly, when MICs were determined against gram-positive and gram-negative bacteria and against Candida sp. all compounds were inactive (MIC > 64-100μg/mL) [53]. 

Table 2: In-vitro evaluation of triazoloquinolone compounds 10, 27, 31 against Mycobacterium (MIC:µg/mL)

		 Compound

		M. tuberculosis H37Rv

		M. tuberculosis H37Ra

		M. smegmatis mc2 155

		M. bovis



		10

		0.5

		0.5

		5

		4



		27

		16

		8

		32

		16



		31

		8

		4

		32

		4



		Ethambutol

		5

		4

		0.5

		2



		Rifampin

		<0.5

		<0.06

		8

		-



		Streptomycin

		1

		1

		-

		-



		Ciprofloxacin

		0.5

		0.5

		0.125

		0.25





6. ISONIAZID-FLUOROQUINOLONES_______________________


The adducts of isoniazid with antibacterial fluoroquinolones 35 and 36 exhibited the MIC value [μmol] of 1.30 and 1.26 respectively. The fluoroquinolone-isoniazid derivatives showed higher activity than the above discussed quinolone-isoniazid derivatives 35 and 36 (fig 5) [54]. Further indolyl-isoniazid-flouroquinolone derivatives 37-40 were prepared [55]. All compounds are substituted by anti-TB active gatifloxacin at the same time. All compounds 37-40 are more lipophilic than gatifloxacin, which is important for penetration of these com-pounds through bacterial/mycobacterial cell. Assuming the issue of penetration is even more crucial for quinolone activity against Mycobacteria sp. All compounds were tested against M. tuberculosis, and against MDR-TB and they showed similar activity. According to the results, it can be assumed, that unsubstituted gatifloxacin exhibited higher activity against M. tuberculosis, whereas prepared analogues 37-40 (fig 6) showed good efficacy against MDR-TB strains. All the compounds were also evaluated for their cytotoxicity and all the discussed derivatives were found to be non-toxic until 62.5µg/ml. Combination of isoniazid with other appropriate antibacterial component leads to the prodrugs with prolonged release and possible synergism as compound 41. Their activities are comparable with fluoroquinolone not only against M. tuberculosis H37Rv, but they exhibited activity also against some clinical isolated atypical strains. MIC value of compound 41 (fig 7) against various mycobacterium were M. tuberculosis H37Rv (-μmol/l) M. tuberculosis 331/88 (2.0 μmol/l) M. avium 330/88 (125 μmol/l) M. kansasii 235/80 (2.0 μmol/l) and M. kansasii 6509/96 (2.0 μmol/l) [56,57].
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Figure 6: Fluoroquinolone-isoniazide derivatives 35 and 36
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Figure 7: Indolyl-gatifloxacin-isoniazid derivatives 37-40, their MIC value against M. tuberculosis, and against MDR-TB strains. The MIC value of gatifloxacin was 0.20 μg/ml, or 3.12 μg/ml
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Figure 8: The antitubercular effect of fluoroquinolone-isoniazid derivatives

7. DISSCUSSION____________________________________________

In view of the persistent drug-resistant (MDR-TB/XDR-TB) problems to currently used anti-TB agents, it is important that new anti-TB agents should address different targets, as those of currently used drugs including the shortening of TB therapy. The unique structure of the mycobacterial cell wall makes it a useful target for drug development and studies can be directed to specific sites. Although one possible long term solution to the problem is a better vaccine, in the short term, the major reliance will be on chemotherapy requiring the development of novel, effective and non-toxic anti-TB agents to control TB. However, in recent years, there is an enhanced activity in the research and development of new drugs for TB. Some compounds are presently in clinical development, while others are being investigated pre-clinically in an attempt to explore new molecules for the target based treatment of TB [1,42,]. Simultaneously, some new targets are being identified and validated for their practical usefulness. The specific goal would be to bring new, affordable TB agents that would reduce duration of treatment, effective against latent infections andagainst MDR-TB/XDR-TB, cheap and easily available [32,58]. Thetriazolo[4,5-h]quinolone-carboxylic acid derivatives have specific anti-TB potential. This characteristic is quite relevant in the context of a new anti-TB drug for two main reasons. First, the limited spectrum should not disturb the existing normal flora and, therefore, should likely be better tolerated as compared with wide spectrum existing treatments. Second, the selectivity of the antimicrobial activity should limit the selection of resistant mutants among species that are not specifically targeted by the treatment, therefore reducing the risk of vertical transmission of resistance across species.

8. Conclusions___________________________________________

The triazolo[4,5-h]quinolone-carboxylic acid derivatives belong to a novel class of quinolones endowed with a selective anti-TB activity. The comparison of the new derivatives with the previous series shows that the methyl group is the most effective substituent in both N-3 and N-9 positions of the ring system. In conclusion, these new quinolones are particularly adapted to be used as anti-TB agents. Finally, the selectivity and the consistent ability to reduce the onset of cross resistance of triazoloquinoles, probably due to their different mechanism of action, lead them to be good candidates for further development of new anti-TB drugs.

9. References_____________________________________________

[1] Asif M., A Review of antimycobacterial drugs in development, Mini Rev Med Chem, 12(13), 1404-1418, 2012.

[2] Global Tuberculosis Control, Geneva: World Health Organization, 2011.


[3] Ginsburg A.S., Woolwine S.C., Hooper N., Benjamin W.H. Jr., Bishai W.R., Dorman S.E., Sterling T.R., The rapid development of fluoroquinolone resistance in M. tuberculosis, N. Engl. J. Med, 349(20), 1977-78, 2003.


[4] Alland D., Kalkut G.E., Moss A.R., McAdam R.A., Hahn J.A., Bosworth W., Drucker E., Bloom B.R., Transmission of tuberculosis in New York City. An analysis by DNA fingerprinting and conventional epidemiologic methods, N. Engl. J. Med., 330, 1710-1716, 1994.


[5] Global tuberculosis control: a short update to the 2010 Report. Geneva: World Health Organization, 2010.


[6] Getahun H., Gunneberg C., Granich R., Nunn P., HIV infectionassociated tuberculosis: the epidemiology and the response, Clin. Infect. Dis, 50(3), 201-207, 2010.


[7] Guidelines for intensified tuberculosis case-finding and Isoniazid preventive therapy for people living with HIV in resourceconstrained settings, Geneva:World Health Organization, 2011.


[8] Whalen C., Horsburgh C.R., Hom D., Lahart C., Simberkoff M., Ellner J., Accelerated course of human immunodeficiency virus infection after tuberculosis, Am. J. Respir. Crit. Care. Med, 51, 129-135, 1995.


[9] Hart C.A., Beeching N.J., Duerden B.I., Tuberculosis into the next century. Proceedings of a symposium held on 4 February 1995 at the Liverpool School of Medicine, J. Med. Microbiol, 44, 1-34, 1996.


[10] Tomioka H., Sato K., Kajitani H., Akaki T., Shishido S., Comparative antimicrobial activities of the newly synthesized quinolone WQ-3034, levofloxacin, sparfloxacin, and ciprofloxacin against Mycobacterium tuberculosis and Mycobacterium avium complex, Antimicrob. Agents Chemother, 44, 283-286, 2000.


[11] Young L.S., Mycobacterial infections in immunocompromised patients. Curr Opin Infect Dis, 9, 240-245, 1996.


[12] Inderlied C.B., Kemper C.A., Bermudez L.E., The Mycobacterium avium complex, Clin. Microbiol. Rev, 6, 266-310, 1993.


[13] Falkinham J.O., Epidemiology of infection by nontuberculous mycobacteria, Clin. Microbiol. Rev, 9, 177-215, 1996.


[14] Sakatani M., Nontuberculous mycobacteriosis (NTM) in Japan -epidemiologic and clinical study, Kekkaku, 69, 119-124, 1994.


[15] Ellner J.J., Goldberger M.J., Parenti D.M., Mycobacterium avium infection and AIDS: a therapeutic dilemma in rapid evolution, Infect. Dis, 163, 1326-1335, 1991.


[16] Heginbothom M.L., The relationship between the in vitro drug susceptibility of opportunist mycobacteria and their in vivo response to treatment. Int. J. Tuberc. Lung Dis, 5(6), 539-45, 2001.


[17] Rinder H., Mieskes K.T., Löscher T., Heteroresistance in Mycobacterium tuberculosis, Int. J. Tuberc. Lung Dis, 5(4), 339-45, 2001.


[18] Rodríguez J.C., García-Pachon E., Ruiz M., Royo G., Drug susceptibility of the Mycobacterium genus: in vitro tests and clinical implications, Curr. Clin. Pharmacol, 1(3), 277-89, 2006.

[19] Woods G.L., Susceptibility testing for mycobacteria, Clin. Infect. Dis., 31(5), 1209-15, 2000.


[20] Kim S.J., Drug-susceptibility testing in tuberculosis: methods and reliability of results, Eur. Respir. J, 25(3):564-9, 2005.


[21] Jindani A., Doré C.J., Mitchison D.A., Bactericidal and sterilizing activities of antituberculosis drugs during the first 14 days,  Am. J. Respir. Crit. Care Med, 167(10), 1348-54, 2003. 


[22] Shafran S.D., Talbot J.A., Chomyc S., Davison E., Singer J., Phillips P., Salit I., Walmsley S.L., Fong I.W., Gill M.J, Rachlis A.R., Lalonde R.G, Does in vitro susceptibility to rifabutin and ethambutol predict the response to treatment of Mycobacterium avium complex bacteremia with rifabutin, ethambutol, and clarithromycin? Canadian HIV Trials Network Protocol 010 Study Group. Clin. Infect. Dis, 27(6), 1401-15, 1998.


[23] Gardner C.A., Acharya T., Pablos-Méndez A., The global alliance for tuberculosis drug development-accomplishments and future directions, Clin. Chest Med, 26(2), 341-47, 2005.


[24] Gillespie S.H., Antibiotic resistance in the absence of selective pressure. Int J Antimicrob Agents, 17(3), 171-76, 2001.


[25] Zhou J., Dong Y., Zhao X., Lee S., Amin A., Ramaswamy S., Domagala J., Musser J.M., Drlica K., Selection of antibiotic-resistant bacterial mutants: allelic diversity among fluoroquinolone-resistant mutations, J. Infect. Dis, 182(2), 517-25, 2000.


[26] Mitchison D.A., The search for new sterilizing anti-tuberculosis drugs. Front. Biosci, 9, 1059-72, 2004.


[27] Nuermberger E.L., Yoshimatsu T., Tyagi S., O'Brien R.J., Vernon A.N., Chaisson R.E., Bishai W.R., Grosset J.H., Moxifloxacin-containing regimen greatly reduces time to culture conversion in murine tuberculosis, Am. J. Respir. Crit. Care Med, 169(3), 421-26, 2004.


[28] Burman W.J., Goldberg S., Johnson J.L., Muzanye G., Engle M., Mosher A.W., Choudhri S., Daley C.L., Munsiff S.S., Zhao Z., Vernon A., Chaisson R.E., Moxifloxacin versus ethambutol in the first 2 months of treatment for pulmonary tuberculosis, Am. J. Respir. Crit. Care Med, 174(3):331-38, 2006.


[29] Ginsburg A.S., Grosset J.H., Bishai W.R., Fluoroquinolones, tuberculosis, and resistance, Lancet Infect. Dis, 3, 432, 2003.


[30] Fortún J., Martín-Dávila P., Navas E., Pérez-Elías M.J., Cobo J., Tato M., De la Pedrosa E.G., Gómez-Mampaso E., Moreno S., Linezolid for the treatment of multidrug-resistant tuberculosis, J. Antimicrob. Chemother, 56(1), 180-85, 2005.


[31] Shoen C.M., DeStefano M.S., Cynamon M.H., Durable cure for tuberculosis: rifalazil in combination with isoniazid in a murine model of Mycobacterium tuberculosis infection, Clin. Infect. Dis, 30 Suppl 3, S288-90, 2000.


[32] Asif M., Study of currently used antimycobacterials, their analogoues and recently developed agents, Indian drugs, 49(7), 5-19, 2012.


[33] Riska P.F., Carleton S., Latent tuberculosis: models, mechanisms, and novel prospects for eradication, Semin. Pediatr. Infect. Dis, 13(4), 263-72, 2002.


[34] Schechter M., Zajdenverg R., Falco G., Barnes G.L., Faulhaber J.C., Coberly J.S., Moore R.D., Chaisson R.E, Weekly rifapentine/isoniazid or daily rifampin/pyrazinamide for latent tuberculosis in household contacts, Am. J. Respir. Crit. Care Med, 173(8), 922-26, 2006.


[35] Rodriguez J.C., Escribano I., Gomez R.A., Garcia Pachon E., Navarro A., Royo G., Present and Future Treatment of Mycobacteria, Anti-Infective Agents in Med. Chem, 7, 1-11, 2008.


[36] Rodríguez J.C., Ruiz M., López M., Royo G., In vitro activity of moxifloxacin, levofloxacin, gatifloxacin and linezolid against Mycobacterium tuberculosis, Int. J. Antimicrob. Agents, 20(6), 464-47, 2002.


[37] Treatment of tuberculosis: guidelines-4th ed. Geneva: World Health Organization, 2009.

[38] Akashdeep S., Fluoroquinolones should not be the first-line antibiotics to treat community acquired Pneumonia in areas of Tuberculosis endemicity, Clin. Infect. Dis., 45(1), 133, 2007.


[39] Migliori G.B., Lange C., Girardi E., Centis R., Besozzi G., Kliiman K., Codecasa L.R., Spanevello A., Cirillo D.M. SMIRA/TBNET Study Group. Fluoroquinolones: are they essential to treat multidrugresistant tuberculosis? Eur Respir J, 31, 904-905, 2008.


[40] Ahmed A., Daneshtalab M. Nonclassical biological activities of quinolone derivatives. J. Pharm. Pharmaceut. Sci., 15(1), 52-72, 2012.


[41] Mugnaini C., Pasquini S., Corelli F., The 4-quinolone-3-carboxylic acid motif as a multivalent scaffold in medicinal chemistry. Curr. Med. Chem, 16, 1746-1767, 2009.


[42] Asif M., Siddiqui A.A., Husain A., Quinolone derivatives as antitubercular drugs, Med. Chem. Res., 22(3), 1029-1042, 2013.


[43] Nora De Souza M.V., Rocha Alves Vasconcelos T., Viera de Almeida M., Cardoso S.H., Fluoroquinolones: an important class of antibiotics against tuberculosis. Curr. Med. Chem, 13, 455-463, 2006.


[44] Van den Boogaard J., Kibiki G.S., Kisanga E.R., Boeree M.J., Aarnoutse R.E., New drugs against tuberculosis: problems, progress, and evaluation of agents in clinical development, Antimicrob. Agents Chemother, 53, 849-862, 2009.


[45] Devasia R.A., Blackman A., May C., Eden S., Smith T., Hooper N., Maruri F., Stratton C., Shintani A., Sterling T.R., Fluoroquinolone resistance in Mycobacterium tuberculosis: an assessment of MGIT 960, MODS and nitrate reductase assay and fluoroquinolone cross-resistance. J. Antimicrob. Chemother, 63, 1173-1178, 2009. 


[46] Guidelines for the Programmatic Management of Drug-resistant Tuberculosis. Geneva: World Health Organization, 2008.


[47] Fujita M., Egawa H., Kataoka M., Miyamoto T., Nakano J., Matsumoto J., Imidazo- and triazoloquinolones as antibacterial agents. Synthesis and structure-activity relationships, Chem. Pharm. Bull. (Tokyo), 43(12), 2123-32, 1995.


[48] Carta A., Palomba M., Briguglio I., Corona P., Piras S., Jabes D., Guglierame P., Molicotti P., Zanetti S., Synthesis and antimycobacterial activities of triazoloquinolones, Eur. J. Med. Chem, 46 (1), 320-326, 2011.


[49] Ardito F., Posteraro M., Sanguinetti M., Zanetti S., Fadda G., Evaluation of BACTEC Mycobacteria Growth Indicator Tube (MGIT 960) Automated System for Drug Susceptibility Testing of Mycobacterium tuberculosis. J. Clin. Microbiol., 39, 4440-4444, 2001.


[50] Carta A., Palomba M., Paglietti G., Molicotti P., Paglietti B., Cannas S., Zanetti S., [1,2,3] Triazolo[4,5-h]quinolones. A new class of potent antitubercular agents against multidrug resistant Mycobacterium tuberculosis strains. Bioorg. Med. Chem. Lett, 17, 4791-4794, 2007.


[51] Carta A., Piras S., Palomba M., Jabes D., Molicotti P., Zanetti S., Anti-mycobacterial activity of quinolones. Triazoloquinolones a new class of potent anti mycobacterial agents. Anti-infective agents in Med. Chem, 7, 134-147, 2008.


[52] Carta A., Zanetti S., Derivati triazolochinolonici ad attività antimicobatterica. I. patent, Mi2007A000455. March 7, 2007.


[53] Briguglioa I., Pirasa S., Coronaa P., Pirisia M.A., Jabesb D., Cartaa A., SAR and Anti-Mycobacterial Activity of Quinolones and Triazoloquinolones: An Update, Anti-Infective Agents., 11,75-89, 2013.


[54] Sriram D., Yogeeswari P., Madhu K., Synthesis and in vitro and in vivo antimycobacterial activity of isonicotinoyl hydrazones, Bioorg. Med. Chem, Lett, 15(20), 4502-25, 2005.


[55] [image: image23.wmf]


1




 HTMLCONTROL Forms.HTML:Hidden.1 [image: image24.wmf]


Sriram D., Aubry A., Yogeeswari P., Fisher L.M. Gatifloxacin derivatives: synthesis, antimycobacterial activities, and inhibition of Mycobacterium tuberculosis DNA gyrase. Bioorg. Med. Chem. Lett, 16(11), 2982-85, 2006. Epub 2006 Mar 22.


[56] Imramovsky A., Polanc S., Vinsova J., Kocevar M., Jampilek J., Reckova Z., Kaustova A, A new modification of anti-tubercular active molecules, J. Bioorg. Med. Chem, 15, 2551-59, 2007.


[57] Vinsova J., Imramovsky A., Jampilek J., Monreal J.F., Dolezal M., Recent advances on Isoniazide derivatives, Anti-Infective Agents in Med. Chem, 7, 12-31, 2008.

[58] Anti-tuberculosis drug resistance in the world: Third Global Report, Geneva: World Health Organization, 2008.

ISSN 2069-5837





Biointerface research in applied chemistry


www.BiointerfaceResearch.com








OPEN access JOURNAL





REVIEW ARTICLE








� Department of Pharmacy, Bundelkhand University, Jhansi, Uttar Pradesh, 248161 India


*Corresponding author e-mail address: aasif321@gmail.com


� Department of Pharmacy, GRD (PG) Institute of Management and Technology, Dehradun, 248009, India













_1459420464.cdx



_1459420468.cdx



_1459420472.cdx



_1459420476.cdx



_1459420478.cdx



_1459421934.unknown



_1459421933.unknown



_1459420477.cdx



_1459420474.cdx



_1459420475.cdx



_1459420473.cdx



_1459420470.cdx



_1459420471.cdx



_1459420469.cdx



_1459420466.cdx



_1459420467.cdx



_1459420465.cdx



_1459420460.cdx



_1459420462.cdx



_1459420463.cdx



_1459420461.cdx



_1459420458.cdx



_1459420459.cdx



_1459420457.cdx



