
DESCRIPTION ANTITUBERCULOUS COMPOSITION COMPRISING
OXAZOLE COMPOUNDS TECHNICAL FIELD The present
invention relates to a pharmaceutical composition.
BACKGROUND ART It is known that 2 , 3-dihydro-6-
nitroimidazo [2 ,1-b] oxazole compounds represented by
the following general formula (1), optically active
forms thereof and pharmacologically acceptable salts
thereof (hereinafter they are simply referred to as
oxazole compounds (I)) have an excellent bactericidal
effect against acid-fast bacteria (Mycobacterium
tuberculosis, multidrug-resistant Mycobacterium
tuberculosis and atypical acid-fast bacteria) (JP-A-
2004-149527 and WO2005-042542) . wherein R1 represents
a hydrogen atom or Cl-6 alkyl group . n represents an
integer of 0-6. R2 represents any group of the
following general formulas (A)-(G). The group
represented by the general formula (A) is:wherein R3
represents any group of the following (I)- (6) . (1) a
phenoxy group (at least one group selected from ,the
group consisting of a halogen atom, an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl- b alkoxy group may be
substituted on the phenyl ring) ; 



(2) a phenyl Cl-6 alkoxy group (at least one group
selected from the group consisting of. a halogen atom,
an optionally halogen-substituted Cl-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl ring) ; (3) a -NR4R5
group, wherein R4 represents a hydrogen atom or Cl-6
alkyl group and R5 represents phenyl group (at least
one group selected from the group consisting of a
halogen atom, an optionally halogen-substituted Cl-6
alkyl group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the phenyl ring) ;
(4) a phenyl Cl-6 alkyl group (at least one group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Ci-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be -substituted on the phenyl ring); (5) a phenoxy
Cl-6 alkyl group (at least one groupselected from the
group consisting of a halogen atom, an optionally
halogen-substituted Cl- b alkyl group and an
optionally halogen-substituted Cl-6 alkoxy group may
be substituted on the phenyl ring) ; and (6) a
benzofuryl Cl-6 alkyl group (at least one group
selected from the group consisting of a halogen atom,
,an optionally halogen-substituted Cl-6 alkyl group
and an optionally halogen-substituted Cl-6 alkoxy
group may be substituted on the benzofuran ring) ; the
group represented by the general formula (B) is: 



-N N-COOCH 2CH=CH-R 6 (B) wherein R6 represents phenyl
group (at least one group selected from the group
consisting of a halogen atom, an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group may be
substituted on the phenyl ring) . The group
represented by the general formula (C) is: wherein R7
represents a phenyl C2-10 alkenyl group (at least one
group selected from the group consisting of a halogen
atom, an optionally halogensubstituted Cl-6 alkyl
group and an optionally halogen- I substituted Cl-6
alkoxy group may' be substituted on the phenyl ring)
o*r a biphenyl Cl-6 alkyl group (at leastone group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Cl- b alkyl group
and an optionally halogen-substituted Cl-6 alkoxy
group may be substituted on the phenyl ring) . The
group represented by the general formula (D) is:
wherein R8 represents a phenyl Cl- b alkyl group (at
least one group selected from the group consisting of
a halogen atom, an optionally halogensubstituted Cl-6
alkyl group and an optionally halogensubstituted Cl-6
alkoxy group may be substituted on the phenyl ring) .
The group represented by the general formula (E) is:
whrein R8 is as described above. The group represented
by the general formula (F) is: 



wherein R8 is as described above. (F)The group
represented by the general formula (G) is: wherein R
is as described above. Among acid-fast bacteria, human
Mycobacterium tuberculosis is widely known and one
third of human being is said to be infected. In
addition, Mycobacterium africanum, Mycobacterium bovis
and Mycobacterium microti are known as members^ of a
group of tubercle bacilli together with Mycobacterium
tuberculosis and as mycobacteria strongly pathogenic
to human beings. ' To these tuberculosis, a treatment
is performed using those ranked as the primary
antituberculous drug, i.e. three drugs including
antibacterial drug of rifamycin family (e.g.
rifampicin, rifabutin, rifapentine etc.), isoniazid
and etha-mbutol hydrochloride (or streptomycin) , or
four drugs including those above described plus
pyrazinamide . However, very long period of medication
is required for treatment of tuberculosis, which lead
to poor compliance resulting in failure .of the
treatment in. considerable number of cases. For
multidrug resistance of 'infecting Mycobacterium
tuberculosis andtuberculosis caused by
multidrug-resistant Mycobacterium tuberculosis, used
are secondary antituberculous drugs including
kanamycin, enviomycin, capreomycin, paraaminosalicylic
acid, cycloserine, 



thioacetazone; quinolone anti-bacterial drugs
including ofloxacin, levof loxacin, moxif loxacin,
gatif loxacin, sparfloxacin etc. due to their in vitro
efficacy; and macrolide antibacterial drugs including
clarithromycin and azithromycin, etc. They have,
however, strong side effects and a low potency.
Further, the following side effects are reported for
the primary antituberculous alrugs: hepatopathy, full
syndrome, drug allergy, incompatibility with other
drugs due to enzymatic induction related to P450 for
rifamycin and related antibacterial drugs; peripheral
neuropathy, induction of severe hepatopathy by
concomitant use o f rifampicin for isoniazid;
decreased vision due to optic nerve disorder for
ethambutol hydrochloride; decreased hearing ability by
8th cerebral nerve disorder for streptomycin;
hepatopathy, gouty attack associated with increased
level of uric acid and 'vomiting, etc. for
pyrazinamide (A Clinician's Guide To Tuberculosis,
Michael D . Iseman 2000 by Lippincott Williams &
Wilkins, printed in the USA, ISBN Q-7817-1749-3;
Kekkaku 2nd edition (1992), by Humiyuki Kuse and
Ta,kahide Izumi, Igakushoin; Kekkalfku Vol. 74: 77-82
(1999)).There is a report in fact that cases where
standard chemotherapy can not be performed owing to
these side effects account for 70% of discontinued
medication cases (about 23%, 52 cases) among the total



cases (228 inpatient cases in total subjected to
investigation) (Kekkaku VoI .74 : 77-82 (1999)). In
particular, it is known that a side effect of hepatic
toxicity which is common in rifamycin and related
anti-bacterial drug, isoniazid and pyrazinamide among
five drugs used concomitantly on the first line
described above develops most frequently. On the other
hand, Mycobacterium tuberculosis which shqws
resistance to antituberculous drugs and that has
become multidrugresistant is increasing, making
treatment more difficult. According to the
investigation by WHO (1996- 1999) , it is announced
that among Mycobacterium tuberculosis isolated in the
world, the ratio of those which show resistance to any
of existing antituberculous drugs reaches 19%, and
that of those which show multidrug-resistance is 5.1%.
Carriers who are infected with these
multidrug-resistant Mycobacterium tuberculosis has
assumably reached 60 millions in the world, and
further increase of multidrug-resistant Mycobacterium
tuberculosis in the future is concerned (April 2001,
as a supplement to the journal Tuberculosis, the
"Scientific Blueprint for TB drug development")
.Further, it is reported that the mass of death in
AIDS patients is caused by tuberculosis and that the
number o f human beings mixed-infected with
tuberculosis and HIV has reached 10.7 millions at the 



time point of 1997 (Global Alliance for TB drug
development). In addition, it is considered that mixed
infection involves a higher onset risk o f
tuberculosis by at least 30 times than otherwise.
Further, bacteria known to be pathogenic to human
beings include Mycobacterium avium and Mycobacterium
intracellular which cause recently increasing MAC
disease (Mycobacterium_ aviumintracellulare complex
disease) and other atypical acid-fast bacteria such as
Mycobacterium kansasii, Mycobacterium marinum,
Mycobacterium simiae, Mycobacterium scrof ulaceum, '
Mycobacterium szulgai, Mycobacterium xenopi,
Mycobacterium malmoense, Mycobacterium haemophilum,
Mycobacterium ulcerans, Mycobacterium shimoidei,
Mycobacterium fortuitum, Mycobacterium chelonae,
Mycobacterium smegmatis, and Mycobacterium aurum.
Currently, we are short' of promising therapeutic
drugs against these atypical acid-fast bacterial
diseases, and in the present state, primary
antituberculous drugs such as rifam^/cin and related
affti-bacterial drugs, isoniazid, ethambut sl ,
streptomycin and pyrazinamide, anti common therapeutic
drugs against "microbism including
quinoloneantibacterial drugs or antibiotics are used
in combination . DISCLOSURE OF INVENTION For treatment
of acid-fast bacterial disease, 



however, longer medication is forced compared with
infectious diseases caused by common bacteria, and
cases of difficulty in healing and death have been
reported. In order to solve such situation,
development of drugs which have stronger efficacy is
desired. As a result of extensive study to solve the
subject described above, the present inventors have
found that the subject can be solved by using one or
more drugs selected from the primary antituberculous
drugs, secondary antituberculous drugs, quinolone
antibacterial drugs, macrolide antibacterial drugs,
sulfa drugs and anti-HIV viral drugs with a
combination of at least one selected from the group
consisting of oxazole compounds (I) described above.
Further, a measurement of antibacterial activity of
the oxazole compounds (I) against Mycobacterium
tuberculosis showed that they expressed a strong
antibacterial effect in a short time and the effect
was sustained for a long period. Therefore, it has
been found that clinical therapy based on intermittent
administration can be practiced. The present invention
has been completedbased on such findings. The
invention preferably provides antituberculous
therapeutic drugs shown in items 1 to 17, drugs for
treatment of tuberculosis shown in item 18 and kits
for treatment of tuberculosis shown in 



items ' 2 4 to 30. Item 1 . An antituberculous
therapeutic drug comprising: (I) at least one selected
from the group consisting of 2
,3-dihydro-6-nitroimidazo [2, 1-b] oxazole compounds
represented by general formula (1) described above,
optically active forms thereof and pharmacologically
acceptable salts thereof, and (II) at least one drug
selected from the group consisting of primary
antituberculous drugs, secondary antituberculous
drugs, quinolone antibacterial drugs, macrolide
antibacterial drugs, sulfa drugs, and anti- HIV drugs.
Item 2 . The antituberculous therapeutic drug
according to item 1 , wherein the drug of (II) is at
least one selected from the group consisting of the
primary antituberculous drugs, the secondary
antituberculous drugs and the quinolone antibacterial
drugs. Item 3 . The antituberculpus therapeutic drug
according to item 2 , wherein the drug, selected from
the primary antituberculous drug is at least one
selected from the group* consisting of rifamycin and
relatedanti-bacterial drugs, isoniazid, ethambutol,
streptomycin, pyrazinamide and salts thereof, and the
drug selected from the secondary antituberculous drug
is at least one selected from the group consisting of
enviomycin, kanamycin, capreomycin, cycloserine, 



t.hioacetazone, clofazimine and salts thereof. Item 4
. The antituberculous therapeutic drug according to
item 2 , wherein the drug of (II) is at least one
selected from the primary antituberculous drugs. Item
5 . The antituberculous therapeutic drug according to
item 4 , wherein the at least Lone selected from the
primary antituberculous drugs comprises in combination
(i) at least one of rifamycin and related
anti-bacterial drugs and (ii) at least one selected
from "the group consisting of isoniazid, ethambutol,
streptomycin, pyrazinamide and salts thereof. Item 6 .
The antituberculous therapeutic drug according to item
5 , wherein the at least one selected from the primary
antituberculous drugs comprises in combination (i) at
least one of rifamycin and related anti-bacterial
drugs and (ii) pyrazinamide. Item 7 . The
antituberculous therapeutic drug < > according to item
4 , wherein the at least one selected from the primary
antituberculous d ugs comprises in combination (i) at
least one of rifamycin and related antibacterial
drugs,(ii) pyrazinamide, and (iii) at least one
selected from the group consisting of isoniazid,
ethambutol and streptomycin. Item 8 . The
antituberculous therapeutic drug 



according to any one of items 3 to 7 , wherein the at
least one of rifamycin and related anti-bacterial
drugs is at least one selected from the group
consisting of rifampicin, rifabutin and rifapentine.
Item 9 . The antituberculous therapeutic drug
according to item 8 , wherein the at least one of
rifamycin and related anti-bacterial drugs is
rifampicin. ' . Item 10. The antituberculous
therapeutic drug according to item 1 , wherein the
drug of (II) is at least one selected from the
quinolone antibacterial drugs . Item 11. The
antituberculous therapeutic drug according to item 10,
wherein the at least one selected from the quinolone
antibacterial drugs is at least one selected from the
group consisting of gatifloxacin, moxifloxacin and
hydrates thereof. Item 12. The antituberculous
therapeutic drug according to item 10, wherein the at
least one selected from the drugs of (II) comprises in
combination at least one selected rom the group
consisting of gatifloxacin, moxifloxacin and hydrates
thereof and at least one primary ''antituberculous
drug. Item 13. The antituberculous therapeuticdrug
according to item 12, wherein the at least one
selected from the primary antituberculous therapeutic
drugs comprises in combination (i) any of rifamycin
and related antibacterial drugs and (ii) at least one 



selected from the group consisting of isoniazid,
ethambutol, streptomycin, pyrazinamide and salt
thereof . Item 14. The antituberculous therapeutic
drug according to item 13, wherein the at least one
selected from the primary antituberculous therapeutic
drugs comprises in combination (i) at least one of
rifamycin and related antibacterial drugs and (ii)
Ryrazinamide . Item 15. The antituberculous
therapeutic drug according to item 14, wherein the at
least one selected from the primary antituberculous
drugs compr'ises in combination (i) at least one of
rifamycin and related antibacterial drugs, (ii)
pyrazinamide, and (i  ) at least one selected from the
group consisting of isoniazid, ethambutol and
streptomycin. Item 16. The antituberculous therapeutic
drug according to any one of items 13 to 15, wherein
the at least one of rifamycin and related
antibacterial drugs is at least one selected from, the
group consisting of rifamycin, rifabutin and
rifapentme. Item 17. The antituberculous therapeutic
drug according to item 16, wherein the at least one
ofrifamycin and related antibacterial drugs is
rifampicin . Item 18. The antituberc ulous therapeutic
drug according to item 1 , wherein the drugs of (II)
is 



at least one selected from the macrolide antibacterial
drugs . Item 19. The antituberculous therapeutic drug
according to item 18, wherein the at least one
selected from the macrolide antibacterial drugs is at
least one selected from the group consisting of
clarithromycin, azithromycin and hydrates thereof.
Item 20. The antituberculo.us therapeutic drug
according to item 1 , wherein the drug of (II) is at
least one selected from the sulfa drugs. Item 21. The
antituberculous therapeutic drug "according to item
20, wherein the at least one selected from the sulfa
drugs is at least one selected from the group
consisting of sulfamethizole, sulf isoxazole,
sulfamonomethoxine, sulfadimethoxine, sulfamethizole,
salazosulfapyridine, sulfadiazine and salts thereof. *
Item 22. The antituberculous therapeutic drug
according to item 1 , wherein the drug of (II) is at
least one selected from anti-HIV drugs. Item 23. The
antituberculous therapeutic drug according to item 22,
wherein the at 'least one selected from the anti-HIV
drugs s (a) a reverse transcriptase 'inhibitor based
on a nucleic acid, (b) areverse transcriptase
inhibitor based on a non-nucleic acid or (c) a
protease inhibitor. Item 24. A medicament for dosing
at an interval of 48 hours or more, wherein the
medicament 



comprises at least one compound as active ingredient
which is selected from the group consisting o f 2,3-
dihydro- b-nitroimidazo [2, 1-b] oxazole compounds
represented by general formula (1), optically active
forms thereof and pharmacologically acceptable salts
thereof. Item 25. A kit for tuberculosis treatment,
wherein the kit comprises the medica p\ent of item 24,
and at least one drug (II) selected from the group
consisting of primary antituberculous drugs, secondary
antituberculous drugs, quinolone antibacterial drugs,
macr slide antibacterial drugs, sulfa drugs and
anti-HIV drugs, and wherein the kit is used to dose
the medicament and the drugs at an interval of 48
hours or more . Item 26. The kit according to item 25,
wherein the drug of (II) is at least one selected from
the group consisting of the primary antituberculous
drugs, the secondary antituberculous drugs and the
quinolone antibacterial drugs. Item 27. The kit
according to item 26, wKerein at least one selected
from the primary antituberculous drugs is at leas one
selected from the group consisting of rifamycin and
related antibacterial drugs, isoniazid, ethambutol,
streptomycin, , pyrazinamide and salts thereof, and
the secondary antituberculosis drugs are at least one
selected from the group consisting of enviomycin,
kanamycin, 



capreomycin, cycloserine, thioacetazone, clofazimine
and salts thereof, and at least one selected from the
quinolone antibacterial drugs is at least one selected
from the group consisting of gatif loxacin,
moxifloxacin and hydrate thereof. Item 28. The kit
according to item 27, wherein the drug of (II) is at
least one primary antituberculous drug selected from
the grqup consisting of rifamycin and related
anti-bacterial drugs, isoniazid, ethambutol,
streptomycin, pyrazinamide and salts thereof. Item 29.
The kit according to item 28, wherein the drug(s) of
(II) comprises in combination at least one primary
antituberculous drug selected from the groups
consisting of rifamycin and related antibacterial
drugs, isoniazid, ethambutol, streptomycin,
pyrazinamide and salt thereof, and at least one
quinolone antibacterial drug selected from the group
consisting of gatif loxacin, moxifloxacin and hydrate
thereof. Item 30. The kit according to any one of
items 27 to 29, wherein the at least ne selected from
the rifamycin and related anti-bacterial drugs is at
least one selected from the group consisting
ofrifampicin, rifabutin and rifapentine. BRIEF
DESCRIPTION OF THE DRAWINGS Fig. 1-1 is a graph
representing the results of in vivo experiment for
combined effect of oxazole 



compounds (I) with other drugs. Fig. 1-2 is a graph
representing the results of in vivo experiment for
combined effect of oxazole compounds (I) with other
drugs. Fig. 2 is a graph representing the effect of
oxazole compounds (I) on intracellular parasitic
mycobacterium tuberculosis. . BEST MODE FOR CARRYING
OUT THE INVENTION Oxazole compounds (I) used in the
antituberculous therapeutic drugs of the present
invention are at least one selected from the group
consisting of 2 , 3-dihydro-6-nitroimidazo [2, 1-b]
oxazole compounds represented by general formula (1)
described above (wherein, R -R and n are as described
above) , optically active forms thereof and
pharmacologically acceptable salts thereof. wherein, a
Cl- b alkyl group may include linear or branched alkyl
groups composed of 1 to 6 carbon atoms, more
specifically, f r example, a methyl group, an ethyl
group, an n-propyl group, an isopropyl group, an
n-butyl group, an isob tyl group, a tertbutyl group, a
sec-butyl group, an n-pentyl group, aneopentyl group,
an n-hexyl group, an isohexyl group, a 3-methylpentyl
group. A halogen atom may include fluorine, chlorine,
bromine and iodine atoms. An optionally
halogen-substituted Cl-6 alkyl group is a linear or
branched alkyl group composed of 1 



to 6 carbon atoms defined above or the alkyl group
substituted with 1-7 a halogen atom, and examples may
include: a methyl group, ethyl group, n-propyl group,
isopropyl group, n-butyl group, isobutyl group,
tertbutyl group, sec-butyl group, n-pentyl group,
neopentyl group, n-hexyl group, isohexyl group,.
3-me,thylpentyl group, fluoromethyl group, dif
luoromethyl group, trif luoromethyl group,
chloromethyl group, dichloromethyl group,
trichloromethyl group, bromo nethyl group,
dibromomethyl group, dichlorof luoromethyl group, 2 ,2
,2-trif luoroethyl group, pentaf luoroethyl group,
2-chloroethyl group, 3,3,3- trif luoropropyl group,
heptaf luoropropyl group, heptaf luoroisopropyl group,
3-chloropropyl group, 2- chlot opropyl group,
3-bromopropyl group, 4,4,4- " trif luorobutyl group,
4,4,4,3 ,3-pentaf luorobutyl group, 4-chlorobutyl
group, 4-bromobutyl group, 2-chlorobutyl group, 5 , 5
,5-trif luoropentyl group, 5-chloropentyl group, 6 , 6
, 6-trif luorohexyl group, \and 6-chlorohexyl group. A
Cl- b alkoxy group is h group composed of a Cl- b
alkyl group defined above and an oxygen atom,
andexamples may include: a methoxy group, an ethoxy
group, an n-propoxy group, an isopropoxy group, an
n-butoxy group, an isobutoxy group, a tert-buto cy
group, a secbutoxy group, an n-pentoxy group, a
neopentoxy group, an n-hexyloxy group, an isohexyloxy
group, a 3- 



methylpentoxy group. An optionally halogen-substituted
Cl- b alkoxy group is a Cl-6 alkoxy group defined
above or the alkoxy group substituted with 1-7 a
halogen atom, and examples may include: a methoxy
group, ethoxy group, npropoxy group, isopropoxy group,
n-butoxy group, isobutoxy group, tert-butoxy group,
sec-btitoxy group, n-pentoxy group, neopentoxy group,
n-hexyloxy group, isohexyloxy group, 3-methylpentoxy
group, fluoromethoxy group, dif luoromethoxy group,
trif luoromethoxy group, chloromethoxy group,
dichloromethoxy group, trichloromethoxy group,
bromomethoxy group, dibromomethoxy group, dichlorof
luoromethoxy group, 2 ,2 ,2-trif luoroethoxy group,
pentaf luoroethoxy group, 2-chloroethoxy group, 3 , 3
,3-trif luoropropoxy group, heptaf luoropropoxy group,
heptaf luoroisopropoxy group, 3-chloropropoxy group,
2-chloropropoxy group, 3- bromopropoxy group,
4,4,4-trif luorobutoxy group, 4 , 4 , , 3 ,3-pentaf
luorobutoxy group, 4-chlorobutoxy group, 4-bromobutoxy
group, 2-chlor-obutoxy group, 5 , 5 ,5-trif
luoropentoxy group, 5-chloropentoxy group, 6 ,'6,
6-trif luorohexyloxy group, and b-chlorohexyloxy
group.A phenoxy group (at least one group selected
from the group consisting of a halogen atom an
optionally halogen-substituted Cl-6 alkyl group and an
optionally halogen-substituted Cl- b alkoxy group may
be substituted on the phenyl ring) may include, for 



example: a phenoxy group, 2-chlorophenoxy group, 2,3-
,dichlorophenoxy group, 3 ,4-dichlorophenoxy group,
3,5- dichlorophenoxy group, 2 ,b-dichlorophenoxy
group, 2,4- dichlorophenoxy group, 2
,5-dichlorophenoxy group, 2,4,6-trichlorophenoxy
group, 2-f luorophenoxy group, 2 ,3-dif luorophenoxy
group, 3 ,4-dif luorophenoxy group, 3 ,5-dif
luorophenoxy group, 2 ,6-dif luo.rophenoxy group, 2
,4-dif luorophenoxy group, 2 , 5-dif luorophenoxy
group, 2 ,4,6-trif luorophenoxy group, 2-bromophenoxy
group, 2 ,3-dibromophenoxy group, 3 , 4-dibromophenoxy
group, 3 ,5-dibromophenoxy group, 2 , 6-dibromophenoxy
group, 2 ,4-dibromophenoxy group, 2 ,5-dibromophenoxy
group, 2 ,4,6-tribromophenoxy group, 2-methylphenoxy
group, 2 ,3-dimethylphenoxy group, 3
,4-dimethylphenoxy group, 3 ,5-dimethylphenoxy group,
2 , b-dimethylphenoxy group, 2 ,4-dimethylphenoxy
group, 2 ,5-dimethylphenoxy group, 2 ,4
,b-trimethylphenoxy group, '3,5-
ditrifluoromethylphenoxy group, 2,4,6- trif
luoromethylphenoxy group, 2-trif luoromethylphenoxy
group, 3-trif luoromethylphenoxy gr^up, 4-
t"rifluoromethylphenoxy group, 2-trif
luoromethoxyphenoxy f group, 3-trif
luoromethoxyphenoxy group, 4- trif luoromethoxyphenoxy
group, 3-methoxyphenoxy group,2 ,3-dimethoxyphenoxy
group, 3 ,4-dimethoxyphenoxy group, 3 ,
5-dimethoxyphenoxy group, 2 , 6-dimethoxyphenoxy
group, 2 ,4-dimethoxyphenoxy group, 2
,5-dimethoxyphenoxy group, 2 ,4,6-trimethoxyphenoxy
group, 2,6- 



ditrif luoromethoxyphenoxy group, 2,3,4- trif
luoromethoxyphenoxy group, and 2-trif luoromethyl-3-
trif luoromethoxyphenoxy group (1-3 groups selected
from the group consisting of a halogen atom an
optionally halogen-substituted Cl-6 alkyl group and an
optionally halogen-substituted Cl-6 alkoxy group may
be substituted on the phenyl ring) . A phenyl Cl-6
alkoxy group .(at least one group selected from the
group consisting of a halogen atom an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group may be
substituted on the phenyl ring) may include, for
example: a benzyloxy group, 1-phenylethoxy group, 2-
phenylethoxy group, 3-phenylpropoxy group, 2-
phenylpropoxy group, 4-phenylbutoxy group, 5-
phenylpentyloxy group, 4-phenylpentyloxy group, 6-
phenylhexyloxy group, 2-chlorobenzyloxy group, 2,3-
dichlorobenzyloxy group, 3 ,4-dichlorobenzyloxy group,
3 ,5-dichlorobenzyloxy group, 2 ,6-dichlorobenzyloxy
group, 2 ,4-dichlorobenzyloxy group, 2,5-
dichlorobenzyloxy group, 2 ,4,6-tri hlorobenzyloxy
group, 2-f luorobenzyloxy group, 2 ,3-dif
luorobenzyloxy group, 3 ,4-dif luorobenzyloxy grou*p,
3,5- dif luorobenzyloxy group, 2 , 6-dif
luorobenzyloxy group,2 ,4-difluorobenzyloxy group, 2 ,
5-dif luorobenzyloxy group, 2 , 4 , 6-trif
luorobenzyloxy group, 2-bromobenzyloxy group, 2
,3-dibromobenzyloxy group, 3 ,4-dibromobenzyloxy
group, 3 , 5-dibromobenzyloxy group,
2,6-dibromobenzyloxy 



group, 2 ,4-dibromobenzyloxy group, 2
,5-dibromobenzyloxy group, 2 , 4 , 6-tribromobenzyloxy
group, 2-methylbenzyloxy group, 2 ,3-dimethylbenzyloxy
group, 3,4- dimethylbenzyloxy group, 3
,5-dimethylbenzyloxy group, 2 , 6-dimethylbenzyloxy
group, 2 ,4-dimethylbenzyloxy group, 2
,5-dimethylbenzyloxy group, 2,4,6- trimethylbenzyloxy
group, 3,5- ditrif luoromethylbenzyloxy group, 2,4.,
6- , trif luoromethylbenzyloxy group, 2- trif
luoromethylbenzyloxy group, 3- trif
luoromethylbenzyloxy group, 4- trif
luoromethylbenzyloxy group, 2- trxf
luoromethoxybenzyloxy group, 3- trif
luoromethoxybenzyloxy group, 4- trif
luoromethoxybenzyloxy group, 3-methoxybenzyloxy group,
2 ,3-dimethoxybenzyloxy group, 3,4- dimethoxybenzyloxy
group, 3 ,5-dimethoxybenzyloxy group, 2 ,
6-dimethoxybenzyloxy group, 2,4-dimethoxybenzyloxy
group, 2 , 5-dimethoxybenzyloxy group, 2,4,6-
trimethoxybenzyloxy group, 2,6- ditrif
luoromethoxybenzyloxy group, \2, 3 ,4- trif
luoromethoxybenzyloxy group, l-(2- ch'lorophenyl
)ethoxy group, 1- (3-shlorophenyl) ethoxy group, 1-
(4-chlorophenyl) ethoxy group, 2- (2-'chlorophenyl
)ethoxy group, 2- (3-chlorophenyl) ethoxy group, 2-
(4-chlorophenyl) ethoxy group, l-(2- fluorophenyl)
ethoxy group, 1- (3-f luorophenyl) ethoxy group, 1-
(4-f luorophenyl) ethoxy group, 2- (2- 



fluorophenyl) ethoxy group, 2- (3-f luorophenyl)
ethoxy group, 2- (4-f luorophenyl) ethoxy group, l-(2-
bromophenyl) ethoxy .group, 1- (3-bromophenyl) ethoxy
group, 1- (4 -bromophenyl) ethoxy group, 2- (2-
bromophenyl) ethoxy group, 2- (3-bromophenyl) ethoxy
group, 2- (4-bromophenyl) ethoxy group, l-(2- trif
luoromethylphenyl) ethoxy group, l-(3- trif
luoromethylphenyl) ethoxy group, 1-(4-^ trif
luoromethylphenyl) ethoxy group, l-(2- trif
luoromethoxyphenyl) ethoxy group, l-(3- trif
luoromethoxyphenyl) ethoxy group, l-(4- trif
luoromethoxyphenyl) ethoxy group, 2- (2- trif
luoromethylphenyl) ethoxy group, 2- (3-
trifluoromethylphenyl) ethoxy group, 2-(4- trif
luoromethylphenyl) ethoxy group, 2-(2-
trifluoromethoxyphenyl) ethoxy group, 2-(3- trif
luoromethoxyphenyl) ethoxy group, 2- (4- * trif
luoromethoxyphenyl) ethoxy 'group, 3-(2- chlorophenyl)
propoxy group, 3- (3-chlorophenyl) propoxy group, 3-
(4-chlorophenyl) propoxy group, 3-(2- fluorophenyl)
propoxy group, 3- (3-f luorophenyl )propoxy g"roup, 3-
(4-f luorophenyl) propoxy group, 3-(2- bromophenyl)
propoxy group, 3- (3-r)romophenyl) propoxy group, 3-
(4-bromophenyl) propoxy group, 3- (2-trif
luoromethylphenyl) propoxy group, 3- (3- trif
luoromethylphenyl) propoxy group, 3- (4- trif
luoromethylphenyl) propoxy group, 3- (2- 



trif luoromethylphenyl) propoxy group, 3-(3- trif
luoromethoxyphenyl) propoxy group, 3-(4- trif
luoromethoxyphenyl) propoxy group, 4- (3-
chlorophenyl) butoxy group, 4- (3-f luorophenyl
)butoxy group, 4- (3-bromophenyl) butoxy group, 4- (3-
trif luoromethylphenyl) butoxy group, 5- (4-
chlorophenyl) pentyloxy group, 4- (4- chlorophenyl)
pentyloxy group, 5- (4- fluorophenyl) pentyloxy group,
4- (4- . fluorophenyl )pentyloxy group, 5-(4-
bromophenyl) pentyloxy group, 4- (4-bromophenyl
)pentyloxy group, 5- (4-trif luoromethylphenyl)
pentyloxy group, 4- (4-trif luoromethylphenyl)
pentyloxy group, 4- (4- trif luoromethoxyphenyl)
pentyloxy group, 6-(3- chlorophenyl )hexyloxy group,
6- (4-chlorophenyl) hexyloxy group, 6- (3-f
luorophenyl) hexyloxy group, 6-(4- fluorophenyl
)hexyloxy group, 6- (3-bromophenyl) hexyloxy group, 6-
(4-bromophenyl )hexyloxy group, 6- (3- trif
luoromethylphenyl) hexyloxy 1group, 6- (4- trif
luoromethylphenyl) hexyloxy group, 6-(4- trif
luoromethoxyphenyl) hexyloxy group, and 2- trif
luoromethyl-3-trif luoromethoxykxenzyloxy group (1-3
groups selected from the group consisting of a halogen
atom an optionally halogen-substituted Cl-6 alkyl
group and an optionally halogen-substituted Cl-6
alkoxy groupmay be substituted on the phenyl ring) . A
phenyl group (at least one group selected from the
group consisting of a halogen atom an 



optionally halogen-substituted Cl-6 alkyl group and an
optionally halogen-substituted Cl- b alkoxy group may
be substituted on the phenyl ring) may include, for
example: a phenyl group, 2-chlorophenyl group, 2,3-
dichlorophenyl group, 3 ,4-dichlorophenyl group, 3,5-
dichlorophenyl group, 2 ,b-dichlorophenyl group, 2,4-
dichlorophenyl group, 2 ,5-dichlorophenyl group,
2,4,6- trichlorophenyl group, 2-f luorophenyl group,
2,3- dif luorophenyl group, 3 ,4-dif luorophenyl
group, 3,5- dif luorophenyl group, 2 ,6-dif
luorophenyl group, 2,4- dif luorophenyl group, 2
,5-dif luorophenyl 'group, 2,4,6- trif luorophenyl
group, 2-bromophenyl group, 2,3- dibr mophenyl group,
3 ,4-dibromophenyl group, 3,5- dibromophenyl group, 2
,6-dibromophenyl group, 2,4- dibromophenyl group, 2
,5-dibromophenyl group, 2,4,6- tribromophenyl group,
2-methylphenyl group, 2,3- dimethylphenyl group, 3
,4-dimethylphenyl group, 3,5- dimethylphenyl group, 2
,6-dimethylphenyl group, 2,4- dimethylphenyl group, 2
,5-dimethylphenyl group, 2,4,6- trimethylphenyl group,
3 ,5-ditrif luoromethylphenyl group, 2 , 4 ,6-trif
luoromethylphenyl group, 2- trif luoromethylphenyl
group, 3-trif luoromethylphenyl group,
4-trifluoromethylphenyl group, 2-
trifluoromethoxyphenyl group, 3-t!rif
luoromethoxyphenyl group, 4-trif luoromethoxyphenyl
group, 3-methoxyphenylgroup, 2 ,3-dimethoxyphenyl
group, 3 ,4-dimethoxyphenyl group, 3
,5-dimethoxyphenyl group, 2 , b-dimethpxyphenyl group,
2 ,4-dimethoxyphenyl group, 2 ,5-dimethoxyphenyl 



group, 2 ,4,6-trimethoxy rhenyl group, 2,6- ditrif
luoromethoxyphenyl group, 2,3,4- trif
luoromethoxyphenyl group, and 2-trif luoromethyl-3-
trif luoromethoxyphenyl group (1-3 groups selected
from the group consisting of a halogen atom an
optionally halogen-substituted Cl- b alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl ring) . A phenyl Cl-
b alkyl group (at le s t one group selected from the
group consisting of a halogen atom an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group may be
substituted on the phenyl ring) may include, for
example: a benzyl group, 1-phenethyl group,
2-phenethyl group, 3-phenylpropyl group,
2-phenylpropyl group, 4- phenylbutyl group,
5-phenylpentyl group, 4-phenylpentyl group,
b-phenylhexyl group, 2-chlorobenzyl group, 2,3-
dichlorobenzyl group, 3 ,4-dichlorobenzyl group, 3,5-
dichlorobenzyl group, 2 , 6-dichlorobenzyl group, 2,4-
dichlorobenzyl group, 2 , 5-dichlorobenzyl group,
2,4,6- trichloroben2yl group, 2-f luorobenzyl group,
2,3- dif luorobenzyl group, 3 ,4-dif luorobenzyl
group, 3,5- dif luorobenzyl group, 2 , 6-dif
luorobenzyl group, 2,4- dif'luorobenzyl group, 2
,5-dif luorobenzyl group, 2,4,6- trif luorobenzyl
group, 2-bromobenzyl group, 2,3-dibromobenzyl group, 3
,4-dibromobenzyl group, 3,5- dibromobenzyl group, 2 ,
b-dibromobenzyl group, 2,4- dibromobenzyl group, 2
,5-dibromobenzyl group, 2,4,6- 



tribromobenzyl group, 2-methylbenzyl group, 2,3-
dimethylbenzyl group, 3 ,4-dimethylbenzyl group, 3,5-
dimethylbenzyl group, 2 ,6-dimethylbenzyl group, 2,4-
dimethylbenzyl group, 2 ,5-dimethylbenzyl group,
2,4,6- trimethylbenzyl group, 3 ,5-ditrif
luoromethylbenzyl group, 2 ,4 , 6-trif
luoromethylbenzyl group, 2- trif luoromethylbenzyl
group, 3-trif luoromethylbenzyl group, 4-trif
luoromethylbenzyl group, 2- trif luoromethoxybenzyl
group, 3-trif luoromethoxybenzyl group, 4-trif
luoromethoxybenzyl group, 3-methoxybenzyl group, 2
,3-dimethoxybenzyl group, 3 , 4-dimethoxybenzyl group,
3 ,5-dimethoxybenzyl group, 2 ,6-dimethoxybenzyl
group, 2 ,4-dimethoxybenzyl group, 2
,5-dimethoxybenzyl group, 2 , 4 ,6-trimethoxybenzyl
group, 2,6- ditrif luoromethoxybenzyl group, 2,3,4-
trif luoromethoxybenzyl group, 1- (2-chlorophenyl)
ethyl group, 1- (3-chlorophenyl) ethyl group, l-(4-
chl rophenyl) ethyl group, 2- (2-chlorophenyl) ethyl
group, 2- (3-chlorophenyl) ethyl 1 group, 2-(4-
chlorophenyl) ethyl group, 1- (2-f luorophenyl) ethyl
group, 1- (3-f luorophenyl) ethyl group, l-(4-
fluorophenyl) ethyl group, 2- (2-f luOrophenyl) ethyl
group, 2- (3-f luorophenyl) ethyl group-, 2-(4-
fluorophenyl) ethyl group, 1- (2-btomophenyl )ethyl
group, 1- (3-bromophenyl) ethyl group, 1-
(4-bromophenyl )ethylgroup, 2- (2-bromophenyl) ethyl
group, 2- (3- bromophenyl) ethyl group, 2-
(4-bromophenyl) ethyl group, 1- (2-trif
luoromethylphenyl) ethyl group, l-(3- 



trif luoromethylphenyl) ethyl group, l-(4- trif
luoromethylphenyl) ethyl group, l-(2- trif
luoromethoxyphenyl) ethyl group, l-(3- trif
luoromethoxyphenyl) ethyl group, l-(4- trif
luoromethoxyphenyl) ethyl group, 2- (2- trif
iuoromethy.lphenyl) ethyl group, 2- (3- trif
luoromethylphenyl) ethyl group, 2- (4- trif
luoromethylphenyl) ethyl group, 2- '(2- trif
luoromethoxyphenyl) ethyl group, 2.-(3- trif
luoromethoxyphenyl) ethyl group, 2- (4- trif
luoromethoxyphenyl) ethyl group, 3- (2- chlorophenyl)
propyl group, 3- (3-chlorophenyl) propyl group, 3-
(4-chlorophenyl) propyl group, 3-(2- fluorophenyl)
propyl group, 3- (3-f luorophenyl) propyl group, 3-
(4-f luorophenyl) propyl group, 3-(2- bromophenyl)
propyl group, 3- (3-bromophenyl) propyl group, 3-
(4-bromophenyl) propyl group, 3- (2- trif
luoromethylphenyl) propyl group, 3- (3- trif
luoromethylphenyl) propyl group, 3-(4- trif
luoromethylphenyl) propyl group, 3-(2- trif
luoromethylphenyl) propyl group, 3-(3- trif
luoromethoxyphenyl) propyl group, 3- (4- trif
luoromethoxyphenyl )propyl group,- 4- (3- I
chlorophenyl) butyl group, 4- (3-f^Luorophenyl) butyl
group, 4- (3-bromophenyl) butyl group, 4- (3-trif
luoromethylphenyl) butyl group, 5- (4- chlorophenyl)
pentyl group, 4- (4-chlorophenyl) pentyl 



group, 5- (4-f luorophenyl) pentyl group, 4- (4-
fluorophenyl) pentyl group, 5- (4-bromophenyl) pentyl
group, 4- (4-bromophenyl )pentyl group, 5-(4- t-rif
luoromethylphenyl) pentyl group, 4- (4- trif
luoromethylphenyl) pentyl group, 4-(4- trif
luoromethoxyphenyl) pentyl group, 6- (3- chlorophenyl)
hexyl group, 6- (4-chlorophenyl) hexyl group, 6- (3-f
luorophenyl) hexyl group, 6- (4- fluorophenyl) hexyl
group, 6- (3-bromophenyl) hexyl group, 6-
(4-bromophenyl) hexyl group, 6- (3- . trif
luoromethylphenyl) hexyl group, 6- (4- trif
luoromethylphenyl )hexyl group, 6- (4- trif
luoromethoxyphenyl) hexyl group, and 2- trif
iuoromethyl-3-trif luoromethoxybenzyl group (1-3
groups selected from the group consisting o f a
halogen atom an optionally halogen-substituted Cl-6
alkyl group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the phenyl ring) .
A phenoxy Cl- b alkyl group (at least one group
selected from the group "consisting o f a halogen atom
an optionally halogen-substituted Cl-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl rung) is a group
composed of a phenoxy group unsubstituted or
substituted with 1-5, preferably*, 1-3 groups selected
from the group consisting of an optionally
halogensubstituted Cl-6 alkyl group and an optionally
halogensubstituted Cl- b alkoxy group and halogen as
defined 



above and a Cl- b alkyl group, and may include, for
example: a phenoxymethyl group, 2-phenoxyethyl group,
3-phenoxypropyl group, 4-phenoxybutyl group, 5-
phenoxypentyl group, 6-phenoxyhexyl group,
Afluorophenoxymethyl group, 2-fluoro-4-
bromophenoxymethyl group, 4-chloro-3-
fluorophenoxymethyl group, 2 , 3
,4-trichlorophenoxymethyl group, 3 ,
4,5-trichlorophenoxymethyl group, 2,4,6-
trichlorophenoxymethyl group, 4-isopropylphenoxymethyl
group, 4-n-butylphenoxymethyl group, -4-
methylphenoxymethyl group, 2-methylphenoxymethyl
group, 3-methylphenoxymethyl group, 2
,4-dimethylphenoxymethyl group, 2
,3-dimethylphenoxymethyl group, 2,6-
dimethylphenoxymethyl group, 3
,5-dimethylphenoxymethyl group, 2
,5-dimethylphenoxymethyl group, 2,4,6-
trimethylphenoxymethyl group, 3,5- ditrif
luoromethylphenoxymethyl group, 2,3,4,5,6- pentaf
luorophenoxymethyl group, 4- isopropoxyphenoxymethyl
group, 4-n-butoxyphenoxymethyl group,
4-methoxyphenoxymethyl 'group, 2- methoxyphenoxymethyl
group, 3-methoxyphenoxymethyl group, 2
,4-dimethoxyphenoxymethyl group, 2,3-
dimethoxyphenoxymethyl group, 2,6-X
dimethoxyphenoxymethyl group, 3,5-
dimethoxyphenoxymethyl group, 2,3-
dimethoxyphenoxymethyl group,
2,4,6-trimethoxyphenoxymethyl group, 3,5- ditrif
luoromethoxyphenoxymethyl group, 2- 



isopropoxyphenoxymethyl group, 3-chloro-4-
methoxyphenoxymethyl group, 2-chloro-4- trif
luoromethoxyphenoxymethyl group, 3-methyl-4-
fluorophenoxymethyl group, 4-bromo-3- trif
luoromethylphenoxymethyl group, 2- (4- fluorophenoxy)
ethyl group, 3- (4-f luorophenoxy) propyl group, 4-
(4-f luorophenoxy) butyl group, 5-(4- fluorophenoxy)
pentyl group, 6- (4-f luorophenoxy) hexyl group,
4-chlorophenoxymethyl group, 2- (4- chlorophenoxy)
ethyl group, 3- (4-chlorophe aoxy) propyl group, 4-
(4-chlorophenoxy) butyl group, 5- (4- chlorophenoxy)
pentyl group, 6- (4-chlorophenoxy) hexyl group,
4-methylphenoxymethyl group, 2- (4- methylphenoxy)
ethyl group, 3- (4-methylphenoxy) propyl group, 4-
(4-methylphenoxy) butyl group, 5- (4- methylphenoxy)
pentyl group, 6- (4-methylphenoxy) hexyl group, 4-trif
luoromethylphenoxymethyl group, 2- (4- trif
luoromethylphenoxy) ethyl group, 3-(4- trif
luoromethylphenoxy) propyl group, 4-(4- trif
luoromethylphenoxy) butyl group, 5-(4- trif
luoromethylphenoxy) pentyl group, 6- (4- trif
luoromethylphenoxy) hexyl group, 4- trif
luoromethoxyphenoxymethyl group, 2- (4- trif
luoromethoxyphenoxy) ethyl group, -3-(4- tr'if
luoromethoxyphenoxy) propyl group, 4- (4- trif
luoromethoxyphenoxy) butyl group, 5- (4-trif
luoromethoxyphenoxy) pentyl group, 6- (4- trif
luoromethoxyphenoxy) hexyl group, 2- (4- 



methoxyphenoxy) ethyl group, 3- (4-methoxyphenoxy)
propyl group, 4- (4-methoxyphenoxy) butyl group, 5-(4-
methoxyphenoxy) pentyl group, and 6-(4-
methoxyphenoxy) hexyl group. A benzofuryl Cl- b alkyl
group (at least one group selected from the group
consisting of a halogen atom an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group may be
substituted on the benzofuran ring) may include, for
example: a benzofuryl Cl-6 alkyl group (at least one
group selected from the group consisting of a halogen
atom an optionally halogen-substituted Cl-6 alkyl
group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the benzofuran
ring) wherein, the alkyl moiety is a Cl-6 linear or
branched alkyl group such as: a [(2-, 3-, 4-, 5-, 6-,
or 7-) benzof uryl]methyl group, l-[(2-, 3-, 4-, 5-,
6-, or 7-)benzofuryl]ethyl group, 2-[(2-, 3-, 4-, 5-,
6-, or 7-) benzof uryl] ethyl group, 3-[(2-, 3-, 4-,
5-, 6-, or 7-) benzof uryl] propyl group, 2-[(2-, 3-,
4-, 5-, 6-, or 7-) benzof uryl] propyl group, 4-[(2-,
3-, 4-, 5-, 6-, or 7-) benzofuryl ]butyl group,
5-[(2-, 3-, 4-, 5-, 6-, or 7-) benzofuryl]pentyl
group, 4-[(2-J. 3-, 4-, 5-, 6-, or 7-) benzof uryl]
pentyl group, 6-[(2-, 3-, 4-, 5-, 6-, or
7-1)benzofuryl] hexyl group, 2-chl6ro-3- [(2-, 3-, 4-,
5-, 6-, or 7-) benzofuryl] propyl group, 1 ,
l-dichloro-2- [(2-,3-, 4-, 5-, 6-, o r 7-) benzof
uryl] ethyl group, 2-fluoro- 3-[(2-, 3-, 4-, 5-, 6-,
or 7-) benzofuryl ]propyl group, 



1 , l-difluoro-2-[ (2-, 3-, 4-, 5-, b- , or 7-)
benzofuryl] ethyl group, 2-bromo-3- [(2-, 3-, 4-, 5-,
6-, or 7-) benzof uryl] propyl group, 1 , l-dibromo-2-
[(2-, V . 3-, 4-, 5-, 6- , or 7-) benzof uryl] ethyl
group, 2-methyl- 3-[(2-, 3-, 4-, 5-, 6-, or 7-) benzof
uryl] propyl group, l,l-dimethyl-2-[ (2-, 3-, 4-, 5-,
6-, or 7-) benzof uryl] ethyl group, 2-trif
luoromethyl- (3-, 4-, 5-, 6-, or 7-) benzof urylmethyl
group, 5- trif luoromethyl- (2-, 3-, 4-, 6-, or 7-)
benzof urylmethyl group, 4-methyl- (2-, 3-, 5-, 6-, or
7 )be ,zofurylmethyl group, 2 ,4-dimethyl- (3-, 5-,
6-, or 7-) benzof urylmethyl group, 2 , 4 ,
6-trimethyl- (3-, 5-, or 7-) benzof urylmethyl group,
4-trif luoromethyl- (2-, 3-, 5-, 6-, or 7-) benzof
urylmethyl group, b-trif luoromethyl- (2-, 3-, 4-, 5-,
or 7-) benzof urylmethyl group, 2-methoxy-3- [(2-, 3-,
A-, 5-, 6-, or 7-) benzof uryl] propyl group, 1,1-
dimethoxy-2-[ (2-, 3-, 4-, 5-, 6-, or 7-) benzofuryl]
ethyl group, 2-trif luoromethoxy- (3-, 4-, 5-, 6-, or
7-) benzofurylmethyl group, 5- trif luoromethoxy- (2-,
3-, 4-, '6-, or 7-) benzofurylmethyl group, 4-methoxy-
(2-, 3-, 5-, 6-, or 7-)benzofurylmethyl group, 2
,4-dimethoxy- (3-, 5-, 6-, or 7-) benzofurylmethyl
group, 2 ,4,6-trimethoxy- (3-, 5-, or 7~)
benzofurylmethyl group, 4-trif luoromethoxy- I (2'-,
3-, 5-, 6-, or 7-) benzof uryl'methyl group, and 6- 



trif luoromethoxy- (2-, 3-, 4-, 5-, or7-) benzof
urylmethyl group. A phenyl C2-10 alkenyl group (at
least one group selected from the group consisting of
a halogen atom an optionally halogen-substituted Cl- b
alkyl group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the phenyl ring)
includes both trans and cis forms, and 1-5,
preferably, 1-3 groups selected from the group
consisting of a halogen atom an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl- b alkoxy group may be
substituted on the phenyl ring which composes the
phenyl C2-10 alkenyl group. Examples of .such a phenyl
C2-10 alkenyl group may include, for example; a 3-
phenyl-2-propenyl group (conventional name: a cinnamyl
group) , a 4-phenyl-2-butenyl group,
4-phenyl-3-butenyl group, 5-phenyl-4-pentenyl group,
5-phenyl-3-pentenyl group, 6-phenyl-5-hexenyl group,
6-phenyl-4-hexenyl group, 6-phenyl-3-hexenyl group,
4-phenyl-l, 3- butadienyl group, 6-phenyl-l, 3
,5-hexatrienyl group, 2- n-pentyl-3-phenyl-2-propenyl
group, 9-phenyl-2-nonenyl group, lO-phenyl-2-decenyl
group, 8-phenyl-l, 3- octadienyl group, 9-phenyl-l, 3
, 5-nonatrienyl group, 10- phenyl-2, 4 , 6-decatrienyl
group, 3- (2-chlorophenyl) -2- propenyl group, 4- (3-f
luorophenyl) -2-butenyl group, 4- (4-bromophenyl)
-3-butenyl group, 5.- (3-chlorophenyl) -4- pentenyl
group, 5- (4-f luorophenyl) -3-pentenyl group, 6-
(2-bromophenyl) -5-hexenyl group, 6- (4-chlorophenyl
)-4- 



hexenyl group, 6- (2-f luorophenyl) -3-hexenyl group,
4-(2-chlorophenyl) -1, 3-butadienyl group, 6- (3-
fluorophenyl) -1, 3 ,5-hexatrienyl group,
2-n-pentyl-3- (3- bromophenyl) -2-propenyl group, 9-
(3-chlorophenyl) -2- r\onenyl group, 10- (4-f
luorophenyl) -2-decenyl group, 8- (4-bromophenyl) -1,
3-octadienyl group, 9- (Achlorophenyl) -1, 3
,5-nonatrienyl group, 10- (2- fluorophenyl) -2, 4
,brdecatrienyl group, 3- (2- methylphenyl) -2-propenyl
group, 3- (2, 3-dimethylphenyl) - 2-propenyl group, 3-
(3, 4-dimethylphenyl) -2-propenyl group, 3- (3,
5-dimethylphenyl) -2-propenyl group, 3-(2,6-
dimethylphenyl) -2-propenyl group, 3-(2,4-
dimethylphenyl) -2-propenyl group, 3- (2, 5-
dimethylphenyl) -2-propenyl group, 3- (2,4,6-
trimethylphenyl )-2-propenyl group, 3-(3,5- ditrif
luoromethylphenyl) -2-propenyl group, 3- (2, 4 , 6-
trif luoromethylphenyl )-2-propenyl group, 3-(2-
trifluoromethylphenyl) -2-propenyl group, 3-(3- trif
luoromethylphenyl) -2-propenyl group, 3-(4- trif
luoromethylphenyl) -2-propenyl group, 3-(2- trif
luoromethoxyphenyl )-2-propenyl group, 3-(3- trif
luoromethoxyphenyl) -2-propenyl group, 3-(4- trif
luoromethoxyphenyl) -2-propenyl group, 3-(3-
methoxyphenyl) -2-propenyl group, 3-(2,3-
dimethoxyphenyl) -2-propenyl group, 3-(3,4-
dimethoxyphenyl) -2-propenyl group, 3- (3 ,5-
dimethoxyphenyl )-2-propenyl group, 3-(2, b- I 



dimethoxyphenyl) -2-propenyl group, 3- (2, 4-
dimethoxyphenyl) -2-propenyl group, 3- (2,
5-dimethoxyphenyl) -2-propenyl group, 3- (2,4,6-
trimethoxyphenyl) -2-propenyl group, 3- (2, 6- ditrif
luoromethoxyphenyl) -2-propenyl group, 3- (2,3,4- trif
luoromethoxyphenyl) -2-propenyl group, 3- (2-
trifluoromethyl-3-trif luoromethoxyphenyl) -2-propenyl
group, 4- (3-trif luoromethylphenyl) -2-butenyl group,
4- (4-trif luoromethylphenyl) -3-butenyl group, 5- (3-
trif luoromethylphenyl )-4-pentenyl group, 5- (4- trif
luoromethylphenyl) -3-pentenyl group, 6- (2- trif
luoromethylphenyl) -5-hexenyl group, 6-(4- trif
luoromethylphenyl) -4-hexenyl group, 6- (2- trif
luoromethylphenyl) -3-hexenyl group, 4-M2- trif
luoromethylphenyl) -1, 3-butadienyl group, 6- (3- trif
luoromethylphenyl) -1, 3 ,5-hexatrienyl group,
2-npentyl- 3- (3-trif luoromethylphenyl) -2-propenyl
group, 9- (3-trif luoromethylphenyl) -2-nonenyl group,
10- (4- trif luoromethylphenyl )-2-decenyl group, 8-
(4- trif luoromethylphenyl) -1, 3-octadienyl group, 9-
(4- trif luoromethylphenyl) -1, 3 ,5-nonatrienyl
group, and 10- (2-trif luoromethylphenyl) -2,
4,6-decatrienyl group. These are all an alkenyl group
wherein 1-2 phenyl groups are substituted on the
'02-10 alkenyl group with 2-10 carbon atoms and 1-3
double bonds (at least one group selected from the
group consisting of a halogen atom an optionally
halogen-substit ted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group 



may be substituted on the phenyl ring) . A biphenyl
Cl- b alkyl group (at least onegroup selected from the
group consisting o f a halogen atom an optionally
halogen-substituted Cl- b alkyl group and an
optionally halogen-substituted Cl-6 alkoxy group may
be substituted on the phenyl ring) may include, for
example: a biphenyl Cl-6 alkyl group (1-3 groups
selected from the group consisting of a halogen atom
an optionally halogen-substituted Cl-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl ring) such as: a 4-
biphenylmethyl group, 1- (4-biphenyl )ethyl group, 2-
(4- biphenyl) ethyl group, 3- (4-biphenyl )propyl
group, 2- (Abiphenyl) propyl group, 4 (4-biphenyl)
butyl ",group, 5- (4- biphenyl) pentyl group, 4-
(4-biphenyl) pentyl group, 6- (4-biphenyl) hexyl
group, 2 '-chloro-4-biphenylmethyl group, 2 ',3
'-dichloro-4-biphenylmethyl group, 3 ',4'-
dichloro-4-biphenylmethyl group, 3 ',5 '-dichloro-4-
biphenylmethyl group, 2 ' , 6
'-dichloro-4-biphenylmethyl group, 2 ' , 4
'-dichloro-4-biphenylmethyl group, 2 ',5'-
dichloro-4-biphenylmethyl group, 2 ',4 ',6
'-trichloro-4- biphenylmethyl group, 2
'-fluoro-4-biphenylmethyl group, 2 ',3 '-dif
luoro-4-biphenylmethyl group, 3 ',4 '-dif luoro-
4-biphenylmethyl group, 3 ' , 5 '-dif
luoro-4-biphenylmethyl group, 2 ' , 6 '-dif
luoro-4-biphenylmethyl group, 2',4'- 1 ; dif
luoro-4-biphenylmethyl group, 2 ',5 '-dif luoro-4-
biphenylmethyl group, 2 ',4 ',6 '-trifMuoro-4- 



biphenylmethyl group, 2 '-bromo-4-biphenylmethyl
group, 2 " , 3 '-dibromo-4-biphenylmethyl grOup, 3 ',4
'-dibrorno-4- * biphenylmethyl group, 3 ' , 5
'-dibromo-4-biphenylmethylgroup, 2 ',6
'-dibromo-4-biphenylmethyl group, 2',4'-
dibromo-4-biphenylmethyl group, 2 ',5 '-dibromo-4-
biphenylmethyl group, 2 ',4 ',6 '-tribromo-4-
biphenylmethyl group, 2 '-methyl-4-biphenylmethyl
group, 2 ',3 1-dimethyl-4-biphenylmethyl group, 3 ',4
'-dimethyl- V . 4-biphenylmethyl group, 3 ' , 5
'-dimethyl-4-biphenylmethyl group , 2 ' , 6
'-dimethyl-4-biphenylmethyl group, 2 ',4'-
dimethyl-4-biphenylmethyl group, 2 ',5 '-dimethyl-4-
biphenylmethyl group, 2 ',4 ',6 '-trimethyl-4-
biphenylmethyl group, 3 ',5 '-ditrif luoromethyl-4-
biphenylmethyl group, 2 ',4 ',6 '-trif luoromethyl-4-
biphenylmethyl group, 2 '-trif luoromethyl-4-
biphenylmethyl group, 3 '-trif luoromethyl-4-
biphenylmethyl group, 4 '-trif luoromethyl-4-
biphenylmethyl group, 2 '-trif luoromethoxy-4-
biphenylmethyl group, 3 '-trif luoromethoxy-4-
biphenylmethyl group, 4 '-trif luoromethoxy-4-
biphenylmethyl group, 3 '-methoxy-4-biphenylmethyl
group, 2 ',3 '-dimethoxy-4-biphenylmethyl group, 3 ',4
'- dimethoxy-4-biphenylmethyl group, 3 ',5
'-dimethoxy-4- biphenylmethyl group, 2 ' ,
6'-dimethoxy-4-biphenylmethyl group, 2 ' , 4
'-dimethoxy-4-biphenylmethyl group, 2 ',5'-
dimethoxy-4-biphenylmethyl group, 2 ',4 ',6
'-trimethoxy- 



4-biphenylmethyl group, 2 ',6 '-ditrif luoromethoxy-4-
biphenylmethyl group, 2 ',3 ',4 '-trif luoromethoxy-4-
biphenylmethyl group, 1- (2 '-chloro-4-biphenyl) ethyl
group, 1- (3' -chloro-4-biphenyl) ethyl group, 1- {4
'- chloro-4-biphenyl) ethyl group, 2- (2
'-chloro-4-biphenyl) ethyl group, 2- (3
'-chloro-4-biphenyl) ethyl group, 2- (4
'-chloro-4-biphenyl) ethyl group, 1- (2 '-
fluoro-4-biphenyl) ethyl group, 1- (3 '-fluoro-4-
biphenyl) ethyl group, 1- (4 '-fluoro-4-biphenyl)
ethyl group, 2- (2 '-fluoro-4-biphenyl) ethyl group,
2-(3'- fluoro-4-biphenyl)ethyl group, 2- (4
'-fluoro-4- biphenyl) ethyl group, 1- (2
'-bromo-4-biphenyl )ethyl group, 1- (3
'-bromo-4-biphenyl) ethyl group, 1- (4 '-bromo-
4-biphenyl) ethyl group, 2- (2 '-bromo-4-biphenyl)
ethyl group, 2- (3 '-bromo-4-biphenyl) ethyl group,
2-(4'-bromo- 4-biphenyl) ethyl group, 1- (2 '-trif
luoromethyl-4- biphenyl) ethyl group, 1- (3 '-trif
luoromethyl-4- biphenyl) ethyl group, 1- (4 '-trif
luoromethyl-4- biphenyl) ethyl group, 1- (2 '-trif
luoromethoxy-4- biphenyl) ethyl group, 1- (3 '-trif
luoromethoxy-4- biphenyl) ethyl group, 1- (4 '-trif
luoromethoxy-4- biphenyl) ethyl group, 2- (2 '-trif
luoromethyl-4- biphenyl) ethyl group, 2- (3 '-trif
luoromethyl-4- biphenyl) ethyl group, 2- (4 '-trif
luoromethyl-4- biphenyl) ethyl group, 2- (2 '-trif
luoromethoxy-4- biphenyl) ethyl group, 2- (3 '-trif
luoromethoxy-4- biphenyl) ethyl group, 2- (4 '-trif
luoromethoxy-4- biphenyl) ethyl group, 3- (2
'-chloro-4-biphenyl) propyl 



group, 3- (3 '-chloro-4-biphenyl) propyl group, 3- (4
'- chloro-4-biphenyl )propyl group, 3- ^2 '-fluoro-4-
biphenyl) propyl group, 3- (3 '-fluoro-4-biphenyl)
propyl group, 3- (4 '-fluoro-4-biphenyl) propyl group,
3- (2'- bromo-4-biphenyl) propyl group, 3- (3
'-bromo-4-biphenyl) propyl group, 3- (4
'-bromo-4-biphenyl) propyl group, 3- (2 '-trif
luoromethyl-4-biphenyl) propyl group, 3- (3 '-trif
luoromethyl-4-biphenyl) propyl group, 3- (4 '-
trifluoromethyl-4-biphenyl)propyl group, 3-(2'- trif
luoromethyl-4-biphenyl) propyl group, 3- (3'- t-rif
luoromethoxy-4-biphenyl) propyl group, 3-(4'- trif
luoromethoxy-4-biphenyl) propyl group, 4- (3 '-chloro-
4-biphenyl) butyl group, 4- (3 '-fluoro-4-biphenyl)
butyl group, 4- (3 '-bromo-4-biphenyl) butyl group, 4-
(3 '- trif luoromethyl-4-biphenyl) butyl group, 5- (4
'-chloro-4- biphenyl )pentyl group, 4- (4
'-chloro-4-biphenyl )pentyl group, 5- (4
'-fluoro-4-biphenyl) pentyl gro p , 4- (4 '-
fluoro-4-biphenyl) pentyl group, 5- (4 '-bromo-4-
biphenyl) pentyl group, 4- (4 '-bromo-4-biphenyl)
pentyl group, 5- (4 '-trif luoromethyl-4-biphenyl)
pentyl group, 4- (4 '-trif luoromethyl-4-biphenyl)
pentyl group, 4- (4 '- trif luoromethoxy-4-biphenyl)
pentyl group, 6- (3 '-chloro- 4-biphenyl) hexyl group,
6- (4 '-chloro-4-biphenyl) hexyl group, 6- (3
'-fluoro-4-biphenyl) hexyl group, 6- (4'-
fluoro-4-biphenyl) hexyl group, 6- (3 '-bromo-4-
biphenyl) hexyl group, 6- (4 '-bromo-4-biphenyl) hexyl
group, 6- (3 '-trif luoromethyl-4-biphenyl) hexyl
group, 6- (4 '-trif luoromethyl-4-biphenyl) hexyl
group, 6- (4 '- 



trifluoromethoxy-4-biphenyl) hexyl group, and 2'- trif
luoromethyl-3 '-trif luorometho ce/-4-biphenylmethyl
group. Oxazole compounds represented by the general
formula (1) include, for example, the
followingcompounds : (R)-2-methyl- b~nitro-2-{4-[4-
(4- trifluoromethoxyphenoxy) piperidin-1-yl]
phenoxymethyl }- 2_, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (A-R)")
(.S)-2-methyl-6-nitro-2-{4-[4-(4- trif
luoromethoxyphenoxy) piperidin-1-yl] phenoxymethyl }-
2 ,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (A-S)") (RS)
-2-methyl-6-nitro-2-{4- [4- (4-
trifluoromethoxyphenoxy) piperidin-1-yl] phenoxymethyl
}- 2 ,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (A-RS)") 3- (4-trif
luoromethylphenyl )-2-propenyl (R) -4- (2-methyl-
b-nitro-2, 3-dihydroimidazo [2, 1-b] oxazol-2-
ylmethyl) piperazine-1-carboxylate (hereinafter
referred to as "compound (B-R)") 3- (4-trif
luoromethylphenyl) -2-propenyl (S) -4- (2-methyl-
6-nitro-2, 3-dihydroimidazo [2, l-b]oxazol-2-
ylmethyl) piperazine-1-carboxylate (hereinafter
referred to as "compound (B-S)") 3-
(4-trifluoromethylphenyl) -2-propenyl (RS) -4- (2-
methyl-6-nitro-2, 3-dihydroimidazo [2, l-b]oxazol-2- 



ylmethyl) piperazine-1-carboxylate (hereinafter
referred to as "compound (B-RS)") (R) -2- (4-{4- [N-
(4-chlorophenyl) -N-methylamino] piperidin-1-yl
}phenoxymethyl )-2-methyl-6-mtro- 2 ,3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred43 as "compound
(E-S)") (RS)-2-{4-[4-(3, 4-dichlorobenzyl)
piperidin-1- yl] phenoxymethyl }-2-methyl-6-nitro-2
,3- dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (E-RS)") (-R)
-6-nitro-2-{4-[4-(4- trif luoromethoxyphenoxy)
piperidin-1-yl] phenoxymethyl }- 2 ,3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(F-R)") (S) -6-nitro-2-{4-[4-(4- trif
luoromethoxyphenoxy) piperidin-1-yl] phenoxymethyl }-
2 ,3-.dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (F-S)")
(RS)-6-nitro-2-{4-[4-(4- trif luoromethoxyphenoxy)
piperidin-1-yl] phenoxymethyl }- 2 , 3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(F-RS)") (R) -6- (2-methyl-6-nitro-2, 3-dihydroimidazo
[2, 1- b]oxazol-2-ylmethoxy) -2- [4- (4- trif
luoromethoxybenzyl) piperazin-1-yl] benzothiazole
.(hereinafter referred to as "compound (G-R)") (S) -b-
(2-methyl-6-nitro-2, 3-dihydroimidazo [2,1- 



b ]oxazol-2-ylmethoxy) -2- [4- (4- trif
luoromethoxybenzyl) piperazin-1-yl] benzothiazole
(hereinafter referred to as "compouVid (G-S)") (RS)
-6- (2 -methyl- 6-nitro-2, 3-dihydroi-midazo [2 ,1-
b]oxazol-2-ylmethoxy) -2- [4- (4- trif
luoromethoxybenzyl) piperazin-1-yl] benzothiazole4 2
to as "compound (C-R)") (S) -2- (4-{ 4- [N-
(4-chlorophenyl) -N-methylamino] piperidin-l-yl
}phenoxymethyl) -2-methyl -6-nitro- 2
,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (C-S)") (RS) -2- (4- (4- [N-
(4-chlorophenyl) -N-methylamino] piper idin-l-yl
}phenoxymethyl )-2-methyl- b-nitro- 2
,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (C-RS)") (R)
-2-methyl-6-nitro-2-{4-[4- (4- trif
luoromethoxybenzyl) piper idin-1-yl] phenoxymethyl }-
2 ,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (D-R)")
(S)-2-methyl-6-nitro-2-{4-[4- (4-
trifluoromethoxybenzyl )piperidin-l-yl] phenoxymethyl
}- 2 ,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (D-S)")
(RS)-2-methyl-6-nitro-2-{4-[4- (4-
trifluoromethoxybenzyl) piperidin-1-yl] phenoxymethyl
}- 2 ,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (D-RS)") 



(R)-2-{4-[4-(3, 4-dichlorobenzyl)piperidin-lyl]
phenoxymethyl }-2-methyl- b-nitro-2, 3- dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(E-R)") (S)-2-{4-[4-(3, 4-dichlorobenzyl) piperidin-1-
yl] phenoxymethyl }-2-methyl-6-nitro-2, 3-
dihydroimidazo [2, 1-b] oxazole (hereinafter referred
to(hereinafter referred to as "compound (G-RS)")
(R)-6-nitro-2-{4-[4- (4- trifluoromethoxybenzyloxy)
piper idin-1- yl] phenoxymethyl }-2, 3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(H-R)") (S)-6-nitro-2-{4-[4-(4- trif
luoromethoxybenzyloxy) piperidin-1- yl] phenoxymethyl}
-2, 3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (H-S)") (RS)-
b-nitro-2-{4-[4-(4- trif luoromethoxybenzyloxy)
piperidin-1- yl ]phenoxymethyl }-2, 3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(H-RS)") (R) -2-methyl- b-nitro-2- (4-{4-[2-(4- trif
luoromethoxyphenyl) ethyl] piperidin-1- yl
}phenoxymethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (1-R)") (S)
-2-methyl-6-ritro-2- (4-{4-[2-(4- trif
luoromethoxyphenyl) ethyl] pipe ridin-1- yl
}phenoxymethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (1-S)") 



(RS) -2-methyl- b-nit ro-2- (4-{4-[2-(4- trif
luoromethoxyphenyl) ethyl]piperidin-lyl}
phenoxymethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compourid (1-RS)")
(R)-2-{4-[4- (4-chlorophenoxymethyl) pi-peridin-1- t y
l phenoxymethyl }-2-methyl-6-nitro-2, 3-
dihydroimidazo [2, 1-b] oxazole (hereinafter referred
toas "compound (J-R)") (S) -2- (4- [4-
(4-chlorophenoxymethyl) piperidin-1- yl]phenoxymethyl
}-2-methyl- 6-mtro-2, 3- dihydroimidazo [2, 1-b]
oxazole (hereinafter referred to as "compound (J-S) "
) (RS) -2- {4- [4- (4-chlorophenoxymethyl)
piperidin-1- yl] phenoxymethyl }-2-methyl-6-nitro-2,
3- dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (J-RS)") (R) -6-nitro-2-{4-
[4- (4- trifluoromethoxyphenoxymethyl) piperidin-1-
yl] phenoxymethyl }-2,3-dihydroimidazo[2,l-b]oxazole
(hereinafter referred to as "compound (K-R)") (S)
-b-nitro-2-{4- [4- (4- trif luoromethoxyphenoxymethyl)
piperidin-1- yl] phenoxymethyl }-2, 3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(K-S)") (RS)-6-nitro-2-{4-[4- (4-
trifluoromethoxyphenoxymethyl) piper idin-1- yl]
phenoxymethyl }-2, 3-dihydroimidazo [2, 1-b] oxazole 



(hereinafter referred to as "compound (K-RS)") (R)-
b-nitro-2-{4- [4- (4- trifluoromethoxybenzyl)
piperidin-1-yl] phenoxymethyl }- 2,3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(L-R)") (S )-6-nitro-2-(4- [4- (4- trif
luoromethoxybenzyl )piper idin^l-yl] phenoxymethyl }-
2 ,3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referredto as "compound (L-S)")
(RS)-6-nitro-2-{4-[4-(4- trif luoromethoxybenzyl)
piperidin-1-yl] phenoxymethyl }- 2 ,3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(L-RS)") (-R) -2-methyl-6-nitro-2-{ 4- [4- (4- trif
luoromethoxybenzyloxy) piperidin-1- yl] phenoxymethyl
}-2, 3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (M-R)") (S)
-2-methyl-6-nitro-2-{4-[4- (4- trif
luoromethoxybenzyloxy) piperidin-1- yl] phenoxymethyl
}-2, 3-dihydroimidazo [2, 1-bJ oxazole (hereinafter
referred to as "compound (M-S)") (RS)
-2-methyl-6-nitro-2-{4- [4- (4- trif
luoromethoxybenzyloxy) piperidin-1- yl] phenoxymethyl
}-2, 3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (M-RS)") (R) -2-methyl-
b-nitro-2- (4- {4- [3- (4- trifluoromethoxyphenyl)
-2-propenyl] piperazin-1- yl }phenoxymethyl) -2,
3-dihydroimidazo [2, 1-b] oxazole 



(hereinafter referred to as "compound (N-R)") (S)
-2-methyl-6-nitro-2- (4-{ 4- [3- (V trif
luoromethoxyphenyl) -2-propenyl ]piperazin-1- yl
}phenoxymethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (N-S)") (RS)
-2-methyl-6-nitro-2-(4-{4-[3-(4- trif
luoromethoxyphenyl) -2-propenyl] riperazin-1- yl
}phenoxymethyl) -2, 3-dihydroimidazo [2, 1-b]
oxazole(hereinafter referred to as "compound (N-RS)")
(R) -2- {4- [4- (4-chlorophenoxymethyl) piper idin-1-
yl]phenoxymethyl}-6-nitro-2, 3-dihydroimidazo [2,1-
bjoxazole (hereinafter referred to as "compound
(0-R)") (S)-2-{4-[4- (4-chlorophenoxymethyl)
piperidin-1- y-1] phenoxymethyl }- b-nitro-2,
3-dihydroimidazo [2,1- b]oxazole (hereinafter referred
to as "compound (0-S)") (RS) -2- {4- [4-
(4-chlorophenoxymethyl) piper idin-1- yl]
phenoxymethyl }-6-nitro-2, 3-dihydroimidazo [2,1- b
]oxazole (hereinafter referred to as "compound (0- RS)
" ) (R)-6-nitro-2-{4-[4-(4- . trif
luoromethylphenoxymethyl) piperidin-1- yl]
phenoxymethyl }-2, 3-dihydroimidazo [2, l-b]oxazole
(hereinafter referred to as "compound (P-R)")
(S)-6-nitro-2-{4-[4- (4- trifluoromethylphenoxymethyl)
piperidin-1- yl] phenoxymethyl }-2, 3-dihydroimidazo
[2, l-b]oxazole (hereinafter referred to as "compound
(P-S)") (RS)-6-nitro-2-{4-[4-(4- 



trifluoromethylphenoxymethyl) piper idin-1- yl]
phenoxymethyl }-2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (P-RS)")
(R)-2-methyl- b-nitro-2-{4-[4- (4- trif
luoromethylphenoxymethyl) piperidin-1- yl
]phenoxymethyl }-2, 3-dihydroimidazo [-2, 1-b] oxazole
(hereinafter referred to as "compbund (Q-R)") (S)
-2-methyl- -nitro-2-{4- [4- (4-trif
luoromethylphenoxymethyl )piperidin-lyl] phenoxymethyl
}-2, 3-dihydroiraidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (Q-S)")
(RS)-2-methyl-6-nitro-2-{4-[4- (4- trif
luoromethylphenoxymethyl) piperidin-1- yl]
phenoxymethyl }-2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (Q-RS)")
(R)-2-methyl-6-nitro-2-{4-[4- (4- trif
luoromethoxyphenoxymethyl )piperidin-lyl]
phenoxymethyl }-2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (R-R)")
(S)-2-methyl-6-nitro-2-{4-[4- (4- . trif
luoromethoxyphenoxymethyl) piper idin- 1- yl]
phenoxymethyl }-2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (R-S)")
(RS)-2-methyl-6-nitro-2-{4-[4-(4- trif
luoromethoxyphenoxymethyl )piperidin-lyl]
phenoxymethyl} -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (R-RS)") (R)-
b-nitro-2- (4-{4-[3-(4- 



trif luoromethoxyphenyl )propyl ]piperidin-lyl
}phenoxymethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (S-R)")
(S)-6-nitro-2-(4-{4-[3-(4- trif luoromethoxyphenyl)
propyl] pipe cid in- ly! }phenoxymethyl) -2,
3-dihydroimidazo [2, 1-b] oxazole (hereinafter
referred to as "compound (S-S)") (RS)
-6-nitro-2-(4-{4-[3-(4-trif luoromethoxyphenyl) propyl
]piperidin-lyl }phenoxymethyl) -2, 3-dihydroimidazo
[2, 1-b] oxazole (hereinafter referred to as "compound
(S-RS)") (R) -5- (2-methyl-6-nitro-2, 3-dihydroimidazo
[2, 1- b ]oxazol-2-ylmethoxy) -2- [4- (4- trif
luoromethoxybenzyl )piperidin-l-yl] -pyridine
(hereinafter referred to as "compound (T-R)") (S) -5-
(2-methyl-6-nitro-2, 3-dihydroimidazo [2, 1- b
]oxazol-2-ylmethoxy) -2- [4- (4-
trifluoromethoxybenzyl) piperidin-1-yl] -pyridine
(hereinafter referred to as "compound (T-S)") (RS) -5-
(2-methyl-6-nitro-2, 3-dihydroimidazo [2, 1- b
]oxazol-2-ylmethoxy) -2- [4- (4-
trifluoromethoxybenzyl )piperidin-1-yl] -pyridine
(hereinafter referred to as "compound (T-RS)") (R)
-2-methyl- b-nitro-2-{4- [4- (5-
trifluoromethylbenzofuran-2-ylmethyl) piperidin-1-
yl]phenoxymethyl }-2, 3-dihydroimidazo [2, 1-b]
oxazole (hereinafter referred to as "compound (U-R)")
(S)-2-methyl- b-nitro-2-{4-[4-(5- 



trifluoromethylben zofuran-2-ylmethyl) piper idin-1 -
yl]phenoxymethyl} -2, 3-dihydroimidazo [2, 1-b]
oxazole (hereinafter referred to as "compound (U-S)")
(RS)-2-methyl-6-nitro-2-{4-[4-(5- trif luoromethylben
zofuran-2-ylmethy^l) piper idin- 1- yl]phenoxymethyl
}-2, 3-dihydroimidazo [ 1 1-b] oxazole (hereinafter
referred to as "compound (U-RS)") (R) -6- (2-methy
-6-nitro-2, 3-dihydroimidazo [2, 1-b
]oxazol-2-ylmethoxy) -2- [4- (4- trif
luoromethoxybenzyl) piperidin-1-yl] quinoline
(hereinafter referred to as "compound (V-R)") (S) -6-
(2-methyl-6-nitro-2, 3-dihydroimidazo [2 ,1- b
]oxazol-2-ylmethoxy) -2- [4- (4- trif
luoromethoxybenzyl) piperidin-1-yl] quinoline
(hereinafter referred to as "compound (V-S)") (RS) -6-
(2-methyl-6-nitro-2, 3-dihydroimidazo [2, 1- b
]oxazol-2-ylmethoxy) -2- [4- (4- trif
luoromethoxybenzyl) piperidin-1-yl] quinoline
(hereinafter referred to as "compound (V-RS)") (R)
-6-nitro-2-{4- [4- (4 '-trif luoromethylbiphenyl-4-
ylmethyl )piperazin-l-yl] phenoxymethyl }-2, 3-
dihydroimidazo [2, 1-b] oxazole (hereinafter referred
to as "compound (W-R)") (S) -6-nitro-2-{4- [4- (4
'-trif luoromethylbiphenyl-4- ylmethyl) piperazin-1-yl
]phenoxymethyl }-2, 3- dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (W-S)") (RS)
-6-nitro-2-{4- [4- (4 '-trif luoromethylbiphenyl-4- 



ylmethyl) piperazin-1-yl] phenoxymethyl }-Z13-
dihydroimidazo [2, 1-b] oxazole (hereinafter referred
to as "compound (W-RS) " ) . (R) -4- [(2 -methyl
-6-nitro-2, 3-dihydroimidazo [2, 1-
b]oxazol-2-yl)methyl]-N-[ (E) -4- , t"rif
luoromethylbenzylidene] piperazinyl -amine
(hereinafter referred to as "compound (X-R)") (S) -4-
[(2-methyl-6-nitro-2, 3-dihydroimidazo [2
,1-b]oxazol-2-yl)methyl] -N- [(E)-4-
trifluoromethylbenzylidene]piperazin-l-amine
(hereinafter referred to as "compound (X-S)") (RS) -4-
[(2-methyl-6-nitro-2, 3-dihydroimidazo [2, 1-
b]oxazol-2-yl)methyl]-N-[ (E) -4- trif
luoromethylbenzylidene]piperazin-l-amine (hereinafter
referred to as "compound (X-RS)")
(R)-2-methyl-6-nitro-2-(4-{4-[ (E) -3- (4-
trifluoromethylphenyl) -2-propenyl] piperazin-1- yl
}phenoxymethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (Y-R)")
(S)-2-methyl-6-nitro-2-(4-{4-[ (E) -3- (-4- trif
luoromethylphenyl) -2-propenyl] piperazin-1- y l
Jphenoxyroethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (Y-S)") (RS)-
2-methyl-6-nitro-2-(4-{4-[ (E) -3- (4- trif
luoromethylphenyl) -2-propenyl] piperazin-1- yl
Jphenoxymethyl) -2, 3-dihydroimidazo [2, 1-b] oxazole
(hereinafter referred to as "compound (Y-RS)") The
present invention preferably uses at 



least one selected from the group consisting of the
oxazole compounds described above, optically active
forms thereof and pharmacologically acceptable salts
thereof. Optically active forms of*- oxazole compounds
include R and S forms. Pharmacologically acceptable
salts include, for example, inorganic acid salts such
as sulfate,nitrate, hydrochloride, phosphate and
hydrobromide, sulfonic acid salts such as
p-toluenesulf onate, methanesulfonate and
ethanesulfonate, and organic acid salts such as
oxalate, maleate, fumarate, malate, tartrate, citrate,
succinate and benzoate. The more preferred oxazole
compounds (I) are at least one selected from the group
consisting of compounds (A-R) , compounds (Q-R) ,
optically active forms thereof and pharmacologically
acceptable salts thereof. The above oxazole compounds,
optically active forms thereof and pharmacologically
acceptable salts thereof (I), their manufacturing
method, doses in their use, etc. are disclosed in
JP-A-2004-14 9527 and WO2005- 042542, the disclosures
of which are incorporated herein by reference as a
part of the specification. The drugs (II) which may be
combined with oxazole compounds (I) in the present
invention include, for example, drugs selected from
the followings. One or more drugs (II) may be used in
combination. It is 



preferred that one or more drugs selected from
antituberculous drugs of the following (1) are used in
combination. (1) Primary .antituberculous drugs The
primary antituberculosis drugs include, for example,
rifamycin and related anti-bacterial drugs
(rifampicin, rifabutin, rifapentine, etc.), isoniazid,
ethambutol, streptomycin, pyrazinamide, etc.
Theseprimary antituberculous drugs may be in the form
of salts such as sodium methanesulfonate and
hydrochloride. The specific examples include, for
example, isoniazid sodium methanesulfonate, ethambutol
hydrochloride, streptomycin sulfate, etc. (2)
Secondary antituberculous drugs The secondary
antituberculous drugs include, for example,
p-aminosalicylic acid, alumino-pamin salicylic. acid,
ethionamide, prothionamide, enviomycin, kanamycin,
capreomycin, cycloserine, thioacetazone, .clofazimine,
diaphenylsulf one, etc. These secondary
antituberculous drugs- may b e in the form of salts
such as calcium salt, sulfate, etc. The specific
examples include, for example, calcium
paminosalicylate, calcium alumino-p-aminosalicylate,
enviomycin sulfate, kanamycin sulfate, etc. (3)
Quinolone antibacterial drugs The quinolone
antibacterial drugs include, for example, gatif
loxacin, moxif loxacin, grepaf loxacin, nadif loxacin,
nalidixic acid, pipemidic acid, piromidic 



acid , enoxacin, norfloxacin, ofloxacin, tosuf
loxacin, ciprofloxacin, lomef loxacin, sparf loxacin,
fleroxacin, levof loxacin, prulif loxacin, pazuf
loxacin, linezolid, etc. These .quinolone
antibacterial drugs may be in the form of salts such
as tosylate, hydrochloride and mesylate, and hydrates.
The specific- examples include, for example,
tosufloxacin tosylate, ciprofloxacin hydrochloride,
lomefloxacin hydrochloride, pazufloxacinmesylate,
gatifloxacin hydrate, pipemidic acid trihydrate, etc.
(4) Macrolide antibacterial drugs The macrolide
antibacterial drugs include, for example,
clarithromycin, azithromycin, erythromycin, etc. These
macrolide antibacterial drugs may be in the form o f
hydrates. The specific examples include, for example,
azithromycin hydrate, etc.. (5) Sulfa drugs . The
sulfa drugs include, for example, sulf amethizole,
sulf isoxazole, sulfamonomethoxine, sulfadirnethoxine,
sulf amethizole, salazosulfapyridine, sulfadiazine,
etc. These sulfa drugs may be in the form o f salts
such as silver salt etc. The specific examples
include, for example, sulfadiazine silver, etc. (6)
Anti-HIV drugs The anti-HIV drugs include, for
example, (a) a reverse transcriptase inhibitor based
on a nucleic acid [zidovudine, didanosine,
zalcitabine, 



larnivudine, stavudine, abacavir, adefovir, adefovir
dipivoxil, fozivudine tidoxil, etc.], (b) a reverse
transcriptase inhibitor based on a nonnucleic acid
[nevirapine, delavirdine, efavirenz, loviride,
immunocal, oltipraz, etc*], (c) a protease inhibitor
[saquinavir,- ritonavir, indinavir, nelfinavir,
amprenavir, palinavir, lasinavir, lopinavir, etc.],
etc. These anti-HIV drugsmay be in the form of salts.
The antituberculo us therapeutic drugs of the present
invention combined with the oxazole compounds (I) and
the above drugs (II) include preferably the following
(1) to (11) : (1) antituberculous therapeutic drugs
comprising a combination of oxazole compounds (I) with
at least one selected from the group consisting of the
primary antituberculous drugs (preferably, rifamycin
and related anti-bacterial drugs (preferably, at least
one selected from the group consisting of rifampicin,
rifabutin and rifapentine, and more preferably
rifampicin) , at least one selected from the group
consisting of isoniazid, ethambutol, streptomycin,
pyrazinamide and salts thereof) and the secondary
antituberculous drugs (preferably, at least one
selected from the group consisting of enviomycin,
kanamycin, capreomycin, cycloserine, thioacetazone,
clofazimine and salts thereof) ; (2) antituberculous
therapeutic drugs 



comprising a combination of oxazole compounds (I) with
at least one primary antituberculous drug selected
from the group consisting of rifamycin and related
antibacterial drugs (preferably, at least one selected
from the group consisting of rifampicin rifabutin and
rifapentine, and more preferably rifampicin) ,
isoniazid, isoniazid sodium methanesulf onate,
ethambutol hydrochloride, streptomycin,
andpyrazinamide; (3) antituberculous therapeutic drugs
comprising a combination of oxazole compounds (I), (i)
rifamycin and related anti-bacterial drugs
(preferably, at least one selected from the group
consisting of rifampicin, rifabutin and rifapentine,
and more preferably rifampicin) with (ii) at least one
primary antituberculous drug selected from the group
consisting of isoniazid, ethambutol hydrochloride,
streptomycin and pyrazinamide; (4) antituberculous
therapeutic drugs comprising a combination of oxazole
compounds (I), (i) rifamycin and related
anti-bacterial drugs (preferably, at least one
selected from the group consisting of rifampicin,
rifabutin and rifapentine, and more preferably
rifampicin) with (ii) pyrazinamide; (5)
antituberculous therapeutic drugs comprising a
combination of oxazole compounds (I) with at least one
primary antituberculous drug selected from the group
consisting of (i) rifamycin and related anti 



bacterial drugs (preferably, at least one selected
from the group consisting of rifampicin, rifabutin and
rifapentine, and more preferably rifampicin), (ii)
pyrazinamide and (iii) isoniazid, isoniazid sodium
methanesulfonate, ethambutol hydrochloride, and
streptomycin; (6) antituberculous therapeutic drugs
comprising a combination of oxazole compounds (I)
withat least one quinolone antibacterial drug selected
from the group consisting of gatifloxacin hydrate,
moxif loxacin, and grepaf loxacin; (7) antituberculous
therapeutic drugs comprising a combination o f oxazole
compounds (I), (A) at least one quinolone
antibacterial drugs selected from the group consisting
of gatifloxacin hydrate and moxifloxacin and (B) at
least one primary antituberculous therapeutic drug
selected from the group consisting of rifamycin and
related antibacterial drugs (preferably, at least one
selected from the group consisting of rifampicin,
rifabutin and rifapentine, and more preferably
rifampicin) , isoniazid, isoniazid sodium
methanesulfonate, ethambutol hydrochloride,
streptomycin and pyrazinamide . (8) antituberculous
therapeutic drugs comprising a combination of oxazole
compounds (I), (A) at least one quinolone
antibacterial drug selected from the group consisting
of gatifloxacin hydrate and moxifloxacin, (B-i)
rifamycin and related antibacterial 



drug s (preferably, at least one selected from the
group consisting of rifampicin, rifabutin and
rifapentine, and more preferably rifampicin) and
(B-ii) at least one primary antituberculous
therapeutic drug selected from the group consisting of
isoniazid, \ethambutol hydrochloride, streptomycin and
pyrazinamide. (9) antituberculous therapeutic drugs
comprising a combination of oxazole compounds (I),
(A)moxif loxacin, (B-i) rifanpicin and (B-ii)
pyrazinamide . (10) antituberculous therapeutic drugs
comprising a combination of oxazole compounds (I) with
at least one quinolone antibacterial drug selected
from the group consisting of gatifloxacin hydrate and
moxif loxacin; (11) antituberculous therapeutic drugs
comprising a combination of oxazole compounds (I) with
at least one macrolide antibacterial drug selected
from the group consisting of clarithromycin and
azithromycin hydrate; and (12) antituberculous
therapeutic drugs comprising a combination of oxazole
compounds (I) with anti-HIV drugs which are (a) a
reverse transcriptase inhibitor based on a nucleic
acid, (b) a reverse transcriptase inhibitor based on a
non-nucleic acid or (c) a protease inhibitor. The
above oxazole compounds (I) and the above drugs (II)
may be administered orally or parenterally . wherein,
when using a medicament comprising a 



combination of oxazole compounds (I) of the present *
invention and drugs (II) described above,
administration period of oxazole compounds (I) of the
present invention and drugs (II) described above is
not limited, therefore, oxazole compounds (I) of the
present invention or their pharmaceutical compositions
and drugs (II) described above or their pharmaceutical
compositions may be administered to the
subjectconcomitantly or with time difference. When
administering oxazole compounds (I) and drugs (II),
while they may be administered concomitantly, drugs
(II) may be administered earlier followed by
administration of oxazole compounds (I) or oxazole
compounds (I) may be administered earlier followed by
administration of drugs (II). When administering with
time difference, the time difference varies depending
on active ingredients, formulations and methods of
administration. When administering drugs (II) earlier,
for example, the method includes administration of
oxazole compounds (I) within 1 minute- to 3 days,
preferably within 10 minutes to 1 day, more preferably
within 15 minutes to 1 hour after administration of
drugs (II). The dose of drugs (II) described above may
conform the dose used clinically and may be
appropriately selected depending on a subject to be
administered, an administration route, a disease, a 



combination etc. The administration form of drugs of
the present invention used in combination is not
particularly limited only if oxazole compounds (I) of
the present .invention are administered with drugs
(II) described above. Such administration forms
include, for example, (1) administration of si-ngle
preparations obtained by formulating oxazole compounds
(I) and drugs (II) described above simultaneously, (2)
simultaneousadministration in the same administration
route of two preparations obtained b y formulating
oxazole compounds (I) and drugs (II) described above
separately, (3) administration with time difference in
the same administration route of two preparations
obtained by formulating oxazole compounds (I) and
drugs (II) described above separately (for example,
administration in the order of oxazole compounds (I);
one or more drugs (II) described above, or in the
reversed order) , (4) simultaneous administration in
the different adm inistration route of two
preparations obtained by formulating oxazole compounds
(I) a n d drugs (II) described above separately, (5)
administration with time difference in the different
administration route of one or more preparations
obtained by formulating oxazole compounds (I) and
drugs (II) described above separately (for example,
administration in the order of oxazole compounds (I);
one or more drugs (II) described above, or, in the
reversed order) . 



Further, when using a medicament of a single oxazole
compound (I) or that comprising a combination of
oxazole compounds (I) with drugs for concomitant use,
administration is performed, for example,
intermittently with interval periods set in order to
relieve and eliminate side effects \of the existing
drugs for concomitant use being used "in combination.
When administering intermittently, while interval
period of the present invention will vary
correspondingto different situations and be determined
as needed by the physician's judgment, oxazole
compounds (I) are desirably administered at regular
intervals. Therefore, in an embodiment of the present
invention, oxazole compounds (I) are administered at
intervals of about 48 hours or more (preferably, about
72 hours or more, more preferably, about 7 days or
more) . Further, in an embodiment of the present
invention, oxazole compounds (I) are administered not
more than 5 times, preferably not more than 3 times,
pref.erably not more than 2 times, more preferably one
time a week. The medication mode of 3 times a week
includes such a procedure that medication is dosed
continuously for 3 days from initiation of
administration followed by other 4 days of interval in
7 days. The medication mode of 2 times a week includes
such a procedure that medication is dosed continuously
for 2 days from initiation of administration followed 



by other 5 days of interval in 7 days. Further, the
treatment mode of 5 times a week includes such a
procedure that medication is dosed continuously for 5
days per week followed by the other 2 days of
interval. Any of oxazole compounds (I) which are
components of the present invention^, drugs (II)
and/or medicaments of the present invention
-comprising a combination of oxazole compounds (I)
with drugs (II) have low toxicity, and oxazole
compounds (I) and/ordrugs (II) may be mixed with
pharmacologically acceptable carriers according to
known methods and administered safely as
pharmaceutical compositions, for example, tablets
(including sugar-coated and filmcoated tablets),
powders, granules, capsules (including soft capsules),
solutions, injections, suppositories, sustained drugs
orally or parenterally (for example, topically,
rectally, intravenously etc.)- Injections may be
administered intravenously, intramuscularly,
subcutaneously or intraorganly, or directly into the
lesion. Pharmacologically acceptable carriers which
may be used in production of drugs to be sed
concomitantly of the present invention include
excipients, disintegrators, binders, glidants,
lubricants, coating agents, coloring agents,
suspending agents, sweeteners or surfactants, which
are used as needed to make common forms of
pharmaceutical preparations according to known
methods. Forms of pharmaceutical preparations include,
for example, 



powders, tablets, pills, capsules, etc. The excipients
include, for example, lactose, anhydrous lactose,
sucrose, saccharose, D-mannitol, Dsorbitol, xylitol,
erythritol, dextrin, crystalline cellulose,
microcrystalline cellulose corn starch, potato starch,
anhydrous calcium hyxirogenphosphate, etc. The
disintegrators include, for example, sodium
carboxymethylstarch, carmellose, carmellosecalcium,
carmellose sodium, croscarmellose sodium,
crospovidone, low substituted hydroxypropylcellulose,
partially pregelatinized starch, etc. The binders
include, for example, hydroxypropylcellulose,
hydroxypropylmethylcellulose, polyvinylpyrrolidone,
pregelatinized starch, syrup, starch syrup, etc. The
glidants include, for example, light anhydrous silicic
ac id , synthetic aluminum silicate, hydrous silicon
dioxide, calcium stearate, metasilicate magnesium
aluminate, talc, etc. The lubricants include, for.
example, magnesium stearate, calcium stearate,
magnesium silicate, magnesium oxide, talc,
hydrogenated oil, sucrose fatty acid ester, sodium
fumarate stearyl, etc. The coating agents include, for
example, hydroxypropylmethylcellulose, polyvinyl
alcohol, polysorbate, macrogol, talc, etc. The
coloring agents include, for example, 



yellow iron sesquioxide, brown iron oxide, iron
sesquioxide, titanium oxide, Food Blue No. 1 , Food
Red No. 2 , Food Red No. 3 , Food Yellow No. 4 , etc.
The suspending agents include, for example,
polysorbate/ polyethyleneglycol, acacia gum, glycerin,
gelatin, etc. The sweeteners include, for example,
aspartame, saccharin, sodium saccharin, starch syrup,
fructose, etc.The surfactants include, for example,
sodium laurate, polysorbate, polyoxyethylene
hydrogenated castor oil, etc. Capsules are prepared by
packing into hard capsules including gelatin capsules,
hydroxypropylmethylcellulose capsules and
polyvinylalcohol capsules as well as gelatin soft
capsules according to known methods. Pharmaceutical
materials include conventional different organic and
inorganic carrier substances, for example, excipients,
lubricants, binders and disintegrators in solid
preparations, or dispersants, solubilizers, suspending
agents, agents for isotonicity, buffering agents and
agents for analgesia in liquid preparations. In
addition, additives including common preservatives,
antioxidants, coloring agents, sweeteners, adsorbents,
wetting agents may be used in appropriate amount as
needed. In the present invention, using ratio of 



oxazole compounds (I) and drugs (II) described above
may be usually about 0.01-100 parts by weight of the
latter based on 1 part by weight of the former,
preferably about 0.1-60 parts by weight, more
preferably about 1-60 parts by weight. Further, in the
case whei*e drugs (II) described above comprise in
combination (i) rifampicin with (ii) at least one
antituberculous drug selected from the group
consisting of isoniazid, ethambutolhydrochloride,
streptomycin and pyrazinamide, using ratio of (i)
rifampicin and the antituberculous drug of (ii) may be
about 0.1-10 parts by weight of the latter based on 1
part by weight of the former, preferably about 0.3-2.5
parts by weight. Further, in the case where drugs (II)
described above comprise in combination (i)
rifampicin, (ii) pyrazinamide and (iii) at least one
antituberculous drug selected from the group
consisting of isoniazid, ethambutol and streptomycin,
using ratio of (i) rifampicin and (ii) pyrazinamide
may be usually about 1-10 parts by weight of the
latter based on 1 part by the weight of the former,
preferably about 1.5- 4 parts by weight, and using
ratio of (i) rifampicin and antituberculous drugs of
(iii) may be usually about 0.1-  q parts by weight of
the latter based on 1 part by weight of the former,
preferably about 0.1-5 parts by weight, more
preferably about 0.3-3 parts by weight. Combining
ratio of oxazole compounds (I) to 



drugs (II) in the antituberculous therapeutic drugs of
the present invention may be selected appropriately
depending on a subject to be administered,
administration route, disease etc. For example, while
total ratio of oxazole compounds (I) and drugs (II) in
the antituberculous therapeutic drugs of the present
invention differs depending on the form of
preparations, it is usually in the range of about
0.01- * 99.99% by weight, preferably about 0.1-99.9%
by weight,more preferably about 1-30% b y weight based
on the total preparation. In the residual part,
pharmacologically acceptable carriers described above
are used. Additionally, in the cases where oxazole
compounds (I) and drugs (II) are formulated
separately, the contents may be similar. While the
dosage o f the antituberculous therapeutic drugs o f
the present invention will vary depending on the type
o f oxazole compounds (I), age, weight, symptom,
dosage form, administration method, administration
period etc., usually, -for example, about 0.01-about
1000 mg/kg, preferably about 0.01-about 100 mg/kg,
more preferably about 0.1-about 100 mg/kg, especially
about 0.1-about 50 mg/kg, most especially about
1.5-about 30 mg/kg a day per patient (adult, about 60
kg o f weight) as oxazole compounds (I) and drugs (II)
are administered intravenously from once to 



several times in divided amounts a day. Dosage will, o
f course, vary depending on different conditions as
described above, the amounts less than the above
described dose may b e adequate ' o r those exceeding
the limit may be required. For drugs (II), it is
possible to set any amount within the range where side
effects are nonproblematic . While daily dosage with
respect to drugs (II) will vary depending o n degree o
f symptoms, ag'e o f the subject to be administered,
sex, weight, difference o f sensitivity, period of
administration,interval, property of the
pharmaceutical preparations, dispensing, type, type of
active ingredients etc., it is administered as the
amount of the drug, usually in the range of, but not
particularly limited to, about 0.001-2000 mg per kg
weight of a mammal, for example, orally, preferably
about 0.01-500 mg, more preferably about 0.1-100 mg,
1-4 times a day in divided amounts. Therefore, the
present invention provides the kit for treatment of
tuberculosis comprising a medicament containing
oxazole compounds (I) described above as active
ingredients and one or more drugs (II) selected from
the group consisting of- antituberculous drugs,
quinolone antibacterial drugs, macrolide antibacterial
drugs and anti-HIV drugs, and used to administer them
at intervals o f 48 hours or more. Dosage forms of the
medicament containing oxazole compounds (I) as active
ingredients and drugs (II), carriers used in them,
ratio of each ingredient, 



interval of administration may be used similarly as
described above. Preferred drugs (II) include, for
example, primary antituberculous drugs', secondary
antituberculous drugs and quinolone antibacterial
drugs quinolone antibacterial drugs described above.
Herein, preferred primary antituberculous drugs
include at least one selected from the group
consisting of isoniazid, isoniazid sodium methanesulf
onate, pyrazinamide, rifampicin, streptomycin,
streptomycinsulfate, ethambutol and ethambutol
hydrochloride, more preferably at least one selected
from the group consisting of rifampicin, pyrazinamide,
isoniazid, ethambutol and streptomycin. Preferred
secondary antituberculous drugs include at least one
selected from the group- consisting of enviomycin,
enviomycin sulfate, kanamycin,, kanamycin sulfate,
capreomycin, cycloserine, thioacetazone and
clofazimine. Preferred quinolone antibacterial drugs
include at least one selected from the group
consisting of gatifloxacin hydrate and moxif loxacin.
In the present invention, a combination of oxazole
compounds (I) with drugs (II) which are
antituberculous drugs used concomitantly having a
different action mechanism exerts effects shown below
compared with those in the case where oxazole
compounds (I) or antituberculous drugs for concomitant
use are administered singly. 



(1) Oral administration is possible and the dosage can
be reduced. (2) A shorter treatment period can be set
, i.e. a short-term chemotherapy becomes possible. (3)
Side effects can be reduced. [A) Sustained therapeutic
effect can be attained. (5) Synergistic effects can be
obtained. f (b) Antituberculous drags for concomitant
use to be used in combination with oxazole compounds
(I)can be selected corresponding to symptoms in
patients (mild, severe or other) . (7) It is active
against Mycobacterium tuberculosis,
multidrug-resistant Mycobacterium tuberculosis and
atypical acid-fast bacteria. (8) Efficacy is shown
against Mycobacterium tuberculosis infecting latently
(latent Mycobacterium tuberculosis) . Such superior
effects can be obtained. Further, by using a
medicament of single oxazole compounds (I) or that
comprising a combination of oxazole compounds (I) with
drugs for concqmitant use, it is possible, for
example, to administer the above described drugs for
concomitant use intermittently setting interval period
of at least about 48 hours in order to relieve or
eliminate side effects of existing antituberculous
drugs being used in combination. 



The following examples illustrate more clearly the
present invention in detail. Example 1 In vitro
experiment on the combined effect of an oxazole
compound (I) and another agent The synergistic effect
of an oxazole compound (I) and a known antituberculous
drug, rifampicin (RFP) or ethambutol (EB) on a
clinical isolate of tubercle bacillus was examined.
Specifically,- each 7H11 agar plate containing the
compound (A-*R) at a final concentration of 0.1 -
0.0002 mg/ml (a 2-fold dilutionseries), each agar
plate of the same agar containing rifampicin at a
final concentration of 1.56 - 0.0015 mg/ml, and each
agar plate containing both drugs at each set of
concentrations were prepared. A suspension of tubercle
bacillus was prepared at about 106 CFU/ml (for
clinical isolates of tubercle bacillus, TBT-9 and
TBT-14). About 10 ml aliquots thereof were inoculated
on respective plates by using a multipoint inoculator.
The plates were incubated at 37C for 2 weeks to
determine minimum inhibitory concentrations (MIC) for
cell growth. A similar test was performed by using
ethambutol at concentrations of 12.5 - 0.O24 mg/ml,
and MIC was determined for each set of concentrations.
From these results, an FIC Index ((MIC for a
combination of compound (A-R) plus RFP or EB) / (MIC
of compound (A-R) alone) + (MIC for a combination of
RFP or EB plus the compound (A-R) )/ (MIC of RFP or EB



alone) ) was calculated for the set of concentrations
with the least MIC. Results are shown in Table 1 .
When compound (A-R) and rifampicin or ethambutol were
combined with each other, FIC Index indicated 0.375 in
both cases, as a result, a strong synergistic effect
was demonstrated in a combination of both agents/Table
1 Minimum inhibitory concentration (MIC) against
tubercle bacillus FTP . Compound (A-R) RFP Compound
(A-R) & RFP inclex 0.375 0.006(0. 024) 0 .05 (0 .39) v
. FIC Compound (A-R) Compound (A-R) & EB index EB
0.375 0.003(0. 012) 0 .2 (1. 56) Unit : mg/ml
Numerical values i n the Table : MIC i n combination
(MIC i n alone) FIC index : Synergistic effect ; <0 .
5 Example 2-1 In vivo experiments on the combined
e-ffecti o f the oxazole compound (I) and other agents
Therapeutic effect in combinations of multiple agents
Tubercle bacillus, Kurono strain with 455 CFU was
inoculated transtracheally in ICR mice and allowed to
leave for 4 weeks to prepare an experimental mouse 



model of chronic tuberculosis. A combination of 2.5
mg/kg of the compound (A-R) (in Fig. 1-1, indicated as
"0") with 5 mg/kg o f rifampicin (in Fig. 1-1,
indicated as "R") and 100 mg/kg o f pyrazinamide (in
Fig. 1-1, indicated as "Z") was given to this model.
The dosing was conducted once a day for 56 days and
the results were compared with those from a
conventional regimen used for treatment o f
tuberculosis The conventional regimen was dosing o f
rifampicin, isoniazid (in Fig. 1- 1/ indicated as
"H"), ethambutol (in Fig. 1-1, indicated as "E") and
pyrazinamide, 5 mg/kg, 10 mg/kg,100 mg/kg and 100
mg/kg, respectively, once a day for 56 days to the
model mice hereinabove. To confirm decreasing viable
cell counts of pulmonary tubercle bacillus with time,
the mice were euthanized by venesection from the
inferior vena cava under anesthesia on the next day
after dosing for 28 days (4 W ) and 56 days (8W), and
the lungs were extirpated aseptically. The extirpated
lung in 2 m l of sterilized water was ground
homogeneously with a glass homogenizer and diluted
stepwise. Then, 0.1 ml of each diluted sample was
smeared on the 7H11 agar plate medium and incubated
until colonies appeared to calculate viable cell
counts in the lung after the treatment. A s shown in
Fig. 1-1, the triple therapy containing the compound
(A-R) (in Fig. 1-1, indicated as "ORZ") was confirmed
to show a stronger effect in spite of a smaller number
of combined drugs than the 



known quadruple therapy regimen (in Fig. 1-1,
indicated as "RHEZ") . Further, since the viable cell
count of tubercle bacillus decreased in the early
stage, the chemotherapy could be expected to be
effective in a shorter time than that of the
conventional antituberculous drugs. Example 2-2 In
vivo experiments on the combined effect of the oxazole
compound (I) and other agents Therapeutic effect in
combinations of multiple agents (2)Tubercle bacillus,
H37Rv strain with 2750 CFU was inoculated in ICR mice
and allowed to leave for 4 weeks to prepare an
experimental mouse model of chronic tuberculosis.
Three drug combinations "ORZ", "OREZ" and "ORZM"
selected from 2.5 mg/kg of the compound (AR-) (in Fig.
1-2, indicated as "0"), 10 mg/kg of rifampicin (in
Fig. 1-2, indicated as "R"), 150 mg/kg of pyrazinamide
(in Fig. 1-2, indicated as "Z"), 100mg/kg of
ethambutol (in Fig. 1-2, indicated as "E") and
100mg/kg of moxif loxacin (in Fig. 1-2, indicated as
"M") were given to this model. The dosing was
conducted once a day for 56 days and the results were
compared with those from a conventional regimen used
for treatment of tuberculosis. The conventional
regimen was dosing of rifampicin, isoniazid (in Fig.
1- 1 , indicated as "H"), ethambutol and pyrazinamide,
10 mg/kg, 25 mg/kg, 100 mg/kg and 150 mg/kg,
respectively, 



once a day for 56 days to the model mice hereinabove.
To confirm decreasing viable cell counts of pulmonary
tubercle bacillus with time, the mice were euthanized
by venesection from the inferior vena cava under
anesthesia on the next day after dosing for and 56
days (8W), and the lungs were extirpated aseptically.
The extirpated lung in 2 ml of sterilized water was
ground homogeneously with a glass homogenizer and
diluted stepwise. Then, 0.1 m l of each diluted sample
was smeared on the 7H11 agar plate medium and
incubated until colonies appeared to calculate viable
cell countsin the lung after the treatment. As shown
in Fig. 1-2, all combination groups containing the
compound (A-R) (in Fig. 1-2, indicated as "ORZ",
"OREZ" and "ORZM") was confirmed to show a stronger
effect in spite of a smaller number of combined drugs
than the known quadruple therapy regimen (in Fig. 1-2,
indicated as "RHEZ") . Further, since the viable cell
count of tubercle bacillus decreased in the early
stage, the chemotherapy could be expected to be
effective in a shorter time than that o f the
conventional antituberculous drugs. Example 3
Evaluation of the effect o f the oxazole compound (I)
on intracellular parasitic tubercle bacillus
Evaluation of the effect of the oxazole compound (I)
on intracellular parasitic tubercle bacillus was
performed below. 



3-1. Infection of tubercle bacillus in THP-I A
suspension of THP-I cells with a cell density adjusted
to 106 cells/0.9 m l of RPMI1640 - 10% FBS medium
(hereinafter abbreviated as RPMI1640 medium) was added
in each well of a 24-well cell culture plate. A
solution of phorbol 12-myristate 13-acetate (PMA) (0.1
ml) was added into the well containing added cells to
the final concentration of 100 ng/ml. The plate was
incubated at 370C for 48 hours under 5% CO2 atmosphere
to differentiate THP-I cells into macrophage-like
cells. The differentiated THP-I cells were washed
oncewith RPMI1640 medium to remove PMA solution. After
replacing the medium in each well with fresh RPMI1640
medium 0.9 ml, prepared microbial suspension (M.
tuberculosis H37Rv) 0 .1 ml was added into each well.
The plate was incubated at 370C for 4 hours under 5%
CO2 atmosphere to infect the bacteria into cells. Each
well was washed twice with RPMI1640 medium for
removing uninfected bacteria remaining in RPMI1640
medium. Further, RPMI1640 medium containing
streptomycin (hereinafter designates as SM) 20 mg/ml
was added and incubated for 20 hours in order to
remove remaining external bacteria. After incubation,
each well of the plate was washed twice with RPMI1640
medium to remove SM. After removing the washing medium
from each well, it was replaced by fresh RPMI1640
medium 0.99 ml, at which time point was set as time 0
hour. For counting intracellular viable count before
addition of test 



substance, the objective well in the plate was washed
three times with phosphate buffer saline (PBS). After
removing the final PBS washing solution, 0.1% SDS
solution 0 .5 m l was added into each well and allowed
to stand at room temperature for 10 minutes or more to
decompose cells. After neutralizing SDS by adding and
mixing RPMI1640 medium 0.5 m l to each well, cell
lysate was collected in test tubes. Ten-fold dilution
series of the collected cell lysate with addition of
distilled water were prepared, and each dilution
solution 0.1 m l was smeared on 7H11 agar plate to
prepare 3 plates,which were smeared with the collected
cell lysate with bacteria having different dilution
series. The smeared plates were sealed with vinyl tape
to avoid drying and further incubated at 370C for 2 -
3 weeks. Number of appeared colonies was counted to
calculate intracellular viable bacterial counts at
time 0 hour according to judgment criterion. 3-2.
Addition of test substance Diluted solution of test
substance 0.01 ml was added to each well of 2 4 well
plate containing infected cells. The plate added with
test substance was incubated at 370C under 5% CO2
atmosphere, and after affecting for 2 or 4 hours by
adding test substance, each well was washed three
times with RPMI1640 medium for removal of the test
substance. After removal of the test substance, fresh
RPMI1640 medium 1 ml was added to each well and
continued incubation. 



3-3. Recovery, dilution and smearing on 7H11 agar
plate of intracellular bacteria Intracellular bacteria
were collected from plates incubated for 3 days (72
hours) after adding test substance by the following
procedures. Specifically, each well in the plate was
washed three times with PBS. After removing the final
PBS washing solution, 0.1% SDS solution 0.5 m l was
added into each well and allowed to stand at room
temperature for 10 minutes or more to decompose cells.
SDS solution was neutralized by adding RPMI1640 medium
0.5 m l to eachwell, and cell lysate, total volume of
1 ml, was collected in test tubes. Ten-fold dilution
series of the collected cell lysate were prepared by
using distilled water. Each diluted solution 0.1 m l
was smeared on 7H11 agar plate to prepare 3 plates,
which were smeared with the collected cell lysate with
bacteria having different dilution series. The smeared
plates were sealed with vinyl tape to avoid drying and
further incubated at 370C for 2 - 3 weeks to count
numbers of appeared colonies. Log reduction of
bacterial counts compared with the bacterial counts at
time 0 hour before addition o f test substance was
shown based on experimental results (Fig. 2). As a
result, in the group adding compound (A-R) , stronger
effect against intracellular parasitic tubercle
bacillus was confirmed than in the group adding other
antituberculous drugs. 



Although RFP showed the strongest effect in the
conventional drugs, the compound (A-R) was found to
exhibit the equivalent effect of the maximum
concentration 3 mg/ml of RFP, even at the lowest test
dose of the compound (A-R) O.T mg/ml in concentration
employed in the study. In addition, strong effect was
confirmed even in short term action for 2 hours, and
this result suggests that the compound (A-R) has
strong post antibiotic effect (PAE) against tubercle
bacilli. Consequently, it is conceivable that the
compound (A-R) can be a drug having sufficient effect
even in theintermittent administration in the clinical
field. Example 4 Evaluation of drug interaction
between oxazole compound (I) and other drugs Since
there are many cases in metabolism related drug
interaction involved in cytochrome P450 (CYP) enzyme,
elucidation of CYP molecular species involved in
metabolism of antituberculous drug oxazole compound
(I) is essential for safety use of the above described
drug. In addition, since there is a possibility to
occur drug interaction on the condition that multiple
a combination of antituberculous drugs is
conventionally applied, inhibitory action of oxazole
compound (I) against each CYP enzyme is important to
study. Various CYP enzymes are confirmed in the
hepatic microsomal enzyme, and drug metabolism using
the hepatic microsomal enzyme and inhibitory action of



drug against each CYP enzyme can be tested in vitro.
Therefore, in vitro metabolism of oxazole compound (I)
using hepatic microsomal enzyme of human and various
animals (mouse, rat, dog, rabbit and monkey) , and in
vitro inhibitory action of oxazole compound (I)
against each CYP enzyme using human hepatic microsomal
enzyme were examined. 4-1. In vitro metabolism of
oxazole compound (I) Studies on in vitro metabolism of
oxazole compound (I) (compound (A-R)) were performed
using hepatic microsomal enzyme of human and various
animals(mouse, rat, dog, rabbit and monkey) . Human
microsome was obtained from Attached Primate Research
Institute, HAB Discussion Group (Chiba, Japan) .
Reaction composition (0.5 ml) was consisting of 100 mM
phosphate buffer (pH 7.4), 100 mM compound (A-R), 2.5
M b-NADPH, 2 5 mM b-NADH and microsome protein 1
mg/ml, and the reaction was performed at 37C for 2
hours. The reaction was terminated by adding organic
solvent (acetonitrile or ethyl acetate) and generated
metabolites were extracted. The extracted metabolites
were detected by using high performance liquid
chromatography and liquid chromatograph electrospray
ionization tandem mass spectrometry to confirm amount
of generation. As a result of in vitro metabolism of
the compound (A-R) using hepatic microsomal enzyme of
human and various animals (mouse, rat, dog, rabbit and



monkey) , almost no generated metabolites were
confirmed. Consequently, the compound (A-R) might not
be metabolized by an action of CYP enzyme. 4-2. Effect
o f the oxazole compound (I) on the enzymatic activity
of each molecular species of cytochrome P450 (CYP)
Inhibitory action of the oxazole compound (I)
(compound (A-R) : 1 - 100 mM ) on each molecular
species of CYP in human hepatic microsome was assayed
by measuring ethoxyresoruf in deethylation activity
(CYPlAl/2), coumarin hydroxylation activity (CYP2A6)
,7-benzyloxyresorufin debenzylation activity (CYP2B6)
, tolbutamide hydroxylation activity (CYP2C8/9) ,
Smephenytoin hydroxylation activity (CYP2C19) ,
bufuralol hydroxylation activity (CYP2D6) ,
chlorzoxazone hydroxylation activity (CYP2E1),
testosterone 6b- hydroxylation activity (CYP3A4) and
nifedipine oxidation activity ,(CYP3A4). Basic
reaction composition (0.5 ml) was consisting of
microsome protein 0.2 - 1 mg/ml, 100 mM phosphate
buffer (pH 7.4), 0 .1 mM EDTA, NADPH generation system
(2.5 mM b-NADP, 25 mM glucose-6- phosphate, 2 units
glucose-6-phosphate dehydrogenase and 10 mM magnesium
chloride) , with or without each substrate and
inhibitor, and the reaction was performed at 37C for
10 - 60 minutes. Each substrate and its concentration
used were 7-ethoxyresoruf in (0.5 mM ) , coumarin (2
mM ) , 7-benzyloxyresorufin (1.5 mM ) , 



tolbutamide (400 mM ) , S-mephenytoin (100 mM ),
bufuralol (20 mM ) , chlorzoxazone (100 mM ) ,
testosterone (100 mM ) and nifedipine (50 mM ) .
7,8-benzof lavone (IAl), furafylline (1A2),
orphenadrine (2B6) , quercetin (2C8), sulf aphenazole
(2C9) , tranylcypromine (2C19) , quinidine (2D6)
diethyldithiocarbamine (2A6 and 2El) and ketoconazole
(3A4) were used as specific inhibitors for each CYP
activity. Generated products after the metabolic
response were measured by using high performance
liquid chromatography after extraction.The results of
the above experiments indicated that the compound
(A-R) did not exhibit inhibitory action and
stimulation action against each CYP enzyme (CYPlA/2,
CYP2A6, CYP2B6, CYP2C8/9, CYP2C19, CYP2D6, CYP2E1 and
CYP3A4) activity up to 100 mM (Table 2 ) . Table 2
shows the effect of the oxazole compound (I) on the
enzymatic activity of each molecular species of
cytochrome P450 (CYP) .Table 2 Effect of compound
(A-R) on metabolic activiy of CYPlAl/2, CYP2A6,
CYP2B6, CYP2C8/9, CYP2C19, CYP2D6, CYP2E1 and CYP3A4
in human hepatic microsome CYP Enzyme reaction
Compound (A-R) or Relative activity (%) for control
activity inhibitor Concentration (mM ) 1 3 10 30 100
1000 CYP1A1/2 ethoxyresorufin Compound (A-R) 9 9 . 8
101 . 4 9 8 . 4 1 0 2 . 5 9 8 . 6 deethylation
activity furafylline 3 2 . 3 7 ,8-benzof lavone 3 . 8 



CYP2A6 coumarin hydroxylation Compound (A-R) 10 3 . 3
10 2 . 4 . 10 3 . 1 97 . 8 1 0 0 . 8 activiy
diethyldithiocarbamine 3 8 . 2 CYP2B6
7-benzyloxyresoruf in Compound (A-R) 1 10 . 6 1 0 8 .
9 1 1 8 . 3 1 1 2 . 8 12 2 . 3 debenzylation activity
orphenadrine 1 1 8 . 8 7 2 . 0 tolbutamide
hydroxylation CYP2C8/9 Compound (A-R) 10 6 . 8 1 1 1 .
4 1 0 7 . 2 1 0 7 . 8 10 8 . 5 activity oo
sulfaphenazole IV) 25 . 5 quercetin 30 . 6 CYP2C19
S-mephenytoin Compound (A-R) 11 5 . 6 10 9 . 0 1 1 3 .
3 1 0 6 . 5 1 0 7 . 6 hydroxylation activity
tranylcypromine 1 6 . 6 CYP2D6 bufuralol hydroxylation
Compound (A-R) 1 0 2 . 2 1 0 2 . 4 9 9 . 1 1 0 3 . 3 9
7 . 8 activity quinidine 0 . 0 CYP2E1 chlorozoxazone
Compound (A-R) 1 0 7 . 8 1 1 0 . 3 1 1 0 . 8 1 12 . 4
1 12 . 5 hydroxylation activity
.diethyldithiocarbamine 5 5 . 0 CYP3A4 testosterone
6b- Compound (A-R) 1 1 0 . 8 1 1 0 . 7 1 17 . 7 1 1 7
. 7 1 1 5 . 6 hydroxylation activity ketoconazole 0 .
5 CYP3A4 nifedipine oxidation Compound (A-R) - 10 0 .
4 10 2 . 8 1 0 1 . 3 9 9 . 9 1 0 0 . 3 activity
ketoconazole 3 . 4 Each substrate and concentration:
7-ethoxyresoruf in (0.5 mM ) , coumarin (2 mM ) ,
7-benzyloxyresoruf in (1.5 mM ) , tolbutamide (400 mM
), S-mephenytoin (100 mM ) , bufuralol (20 mM ),
chlorozoxazone (100 mM ), testosterone (100 mM ) and
nifedipine (50 mM ) . Xpecifictivity of control for
CYP1A1/2, CYP2A6, CYP2B6, CYP2C8/9, CYP2C19, CYP2D6,
CYP2E1 and CYP3A4 [testosterone 6b-hydroxylation
activity) and CYP3A4 (nifedipine oxidation activity)
were 9.094, 142.3, 1.595, 32.75, 7.331, 14.43, 81.49,
840'.9 and 1127 pmol/min/mg. Analyses o f enzyme
reaction and metabolites were performed with n=2. Each
data was expressed by means value.Considering the
above data, when oxazole compound (I) and other drug,
which is metabolized mainly by CYP, are used in
combination at the concentration of oxazole compound
in clinical use, in 



which effect can be expected, there may be a little
possibility to .inhibit metabolic activity of the
combined drug (II) by an action of oxazole compound
(I) and to increase blood level of the combined drug
(II), namely causing drug interaction. Example 5 In
vivo experiments for intermittent administration
Experimental mouse tuberculosis model was prepared and
treated by once a day administration of the compound
(A-R) alone or for a combination of other conventional
drugs. Maintaining an index of the therapeutic effect
equivalent to such the effect, the compound (A-R)
alone or for a combination of other conventional
antituberculous drugs was administered, for example,
three times a week, twice a week or once a week in
order to obtain the same effect as above. The
equivalent effect was confirmed to be exhibited and
the compound (A-R) was confirmed to be available used
for intermittent administration in vivo.CLAIMS 1 . An
antituberculous therapeutic drug comprising: (I) at
least one selected from the group consisting of 2
,3-dihydro-6-nitroimidazo [2, 1-b] oxazole compounds
represented by -.general formula (1): [wherein R1
represents a hydrogen atom or Cl-6 alkyl group, n
represents an integer of 0-6, and R2 represents any
group of the following general formulas (A)-(G), 



wherein the group represented by the general formula
(A) is: wherein R3 represents any group of the
following (I)- (6).: (1) a phenoxy group (at least one
group selected from the group consisting of a halogen
atom, an optionally halogen-substituted Cl-6 alkyl
1group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the phenyl ring) ;
(2) a phenyl Cl-6 alkoxy group (at least one group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Cl-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
maybe substituted on the phenyl ring) ; O)-NR 4R5
group, wherein R4 represents a hydrogen atom or Cl-6
alkyl group and R5 represents a phenyl group (at least
one group selected from the group consisting of a
halogen atom, an optionally halogen-substituted Cl- b
alkyl group and an optionally halogen-substituted Cl-
b alkoxy group may be substituted on the phenyl ring)
; (4) a phenyl Cl- b alkyl group (at least one group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Cl-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl ring) ; (5) a phenoxy
Cl- b alkyl group (at least one group selected from
the group consisting of a halogen atom, an optionally
halogen-substituted Cl-6 alkyl group and 



an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl ring) ; and (6) a
benzofuryl Cl- b alkyl group (at least one group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Cl- b alkyl group
and an optionally halogen-substituted Cl-6 alkoxy
group may be substituted on the benzofuran ring) ; the
group represented by the general formula (B) is: -N
N-COOCH 2CH=CH-R 6 (B) wherein R6 represents a phenyl
group (at least one group selected from the group
consisting of a halogen atom,an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group may be
substituted on the phenyl ring) ; the group
represented by the general formula (C) is: wherein R7
represents a phenyl C2-10 alkenyl group (at least one
group selected from, the group consisting of a halogen
atom, an optionally halogen-substituted Cl-6 alkyl
group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the phenyl ring) or
a biphenyl Cl-6 alkyl group (at least one group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Cl-6 alkyl group
'and an optionally halogen-substituted Cl-6 alkoxy
group may be substituted on the phenyl ring) ; the
group represented by the general formula (D) is:
wherein R8 represents a phenyl 1Cl-6 alkyl group (at
least one group selected from the group consisting of
a 



halogen atom, an optionally halogen-substituted Cl-6
alkyl group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the phenyl ring) ;
the group represented by the general formula (E)
is:(wherein R8 is as described above) ; and the group
represented by the general formula (F) is (wherein R
is as described above) , the group represented by the
general formula (G) is: (wherein R8 is as described
above) ], optically active forms thereof and
pharmacologically acceptable salts thereof, and (II)
at least one drug selected from the group consisting
of primary antituberculous drugs, secondary
antituberculous drugs, quinolone antibacterial drugs,
macrolide antibacterial drugs, sulfa drugs, and anti-
HIV drugs. 2 . The antituberculous therapeutic drug
according to claim 1 , wherein the drug of (II) is at
least one selected from the group consisting of the
primary antituberculous drugs, the secondary
antituberculous drugs and the quinolone antibacterial
drugs . 3 . The antituberculous therapeutic
drugaccording to claim 2 , wherein the drug selected
from the primary antituberculous drug is at least one
selected from the group consisting of rifamycin and
related anti-bacterial drugs, isoniazid, ethambutol,
streptomycin, pyrazinamide and salts thereof, and the
drug selected from the secondary antituberculous drug 



is at least one selected from the group consisting of
enviomycin, kanamycin, capreomycin, cycloserine,
thioacetazone, clofazimine and salts thereof. 4 . The
antituberculous therapeutic drug according to claim 2
, wherein the drug of (II) is at least one selected
from the primary antituberculous drugs . 5 . The
antituberculous therapeutic drug according to claim 4
, wherein the at least one selected from the primary
antituberculous drugs comprises in combination (i) at
least one of rifamycin and related anti-bacterial
drugs and (ii) at least one selected from the group
consisting of isoniazid, ethambutol, streptomycin,
pyrazinamide and salts thereof. 6 . The
antituberculous therapeutic drug according to claim 5
, wherein the at least one selected from the primary
antituberculous drugs comprises in combination (i) a
least one of rifamycin and related anti-bacterial
drugs and (ii) pyrazinamide. 7 . The antituberculous
therapeutic drug according to claim 4 , wherein the at
least one selected from the primary antituberculous
drugs comprises incombination (i) at least one of
rifamycin and related anti-bacterial drug(s), (ii)
pyrazinamide, and (iii) at least one selected from the
group consisting of isoniazid, ethambutol and
streptomycin. 



8 . The antituberculo us therapeutic drug according to
any one of claims 3 to 7 , wherein the at least one of
rifamycin and related anti-bacterial drugs is at least
one selected from the group consisting of rifampicin,
rifabutin and rifapentine. 9 . The antituberculous
therapeutic drug according to claim 8 , wherein the a
least one of rifamycin and related anti-bacterial drug
is rifampicin . 10. The antituberculous therapeutic
drug according to claim 1 , wherein the drug of (II)
is at least one selected from the quinolone
antibacterial drugs . 11. The antituberculous
therapeutic drug according to claim 10, wherein the at
least one selected from the quinolone antibacterial
drugs is at least one selected from the group
consisting of gatif loxacin, moxifloxacin and hydrates
thereof. 12. The antituberculous therapeutic drug
according to claim 10, wherein the at least one
selected from the drugs of (II) comprises in
combination at least one selected from the
groupconsisting of gatif loxacin, moxif loxacin and
hydrates thereof and at least one primary
antituberculous drug. 13. The antituberculous
therapeutic drug according to claim 12, wherein the at
least one selected from the primary antituberculous
therapeutic drugs comprises in combination (i) any of
rifamycin and 



related antibacterial drugs and (ii) at least one
selected from the group consisting of isoniazid,
ethambutol, streptomycin, pyrazinamide and salt
thereof . 14. The antituberculous therapeutic drug
according to claim 13, wherein the at least one
selected from the primary antituberculous therapeutic
drugs comprises in combination (i) at least one of
rifamycin and related antibacterial drugs and (ii)
pyrazinamide . 15. The antituberculous therapeutic
drug according to claim 14, wherein the at least one
selected from the primary antituberculous drugs
comprises in combination (i) at least one of rifamycin
and related antibacterial drugs, (ii) pyrazinamide,
and (iii) at least one selected from the group
consisting of isoniazid, ethambutol and streptomycin.
16. The antituberculous therapeutic drug according to
any one of claims 13 to 15, wherein the at least one
of rifamycin and related antibacterial drugsis at
least one selected from the group consisting of
rifamycin, rifabutin and rifapentine. 17. The
antituberculous therapeutic drug according to claim
16, wherein the at least one of rifamycin and related
antibacterial drugs is rifampicin. 



18. The antituberculous therapeutic drug according to
claim 1 , wherein the drugs of (II) is at least one
selected from the macrolide antibacterial drugs . 19.
The antituberculous therapeutic drug according to
claim 18, wherein the at least one selected from the
macrolide antibacterial drugs is at least one selected
from the group consisting of clarithromycin,
azithromycin and hydrates thereof. 20. The
antituberculous therapeutic drug according to claim 1
, wherein the drug of (II) is at least one selected
from the sulfa drugs. 21. The antituberculous
therapeutic drug according to claim 20, wherein the at
least one selected from the sulfa drugs is at least
one selected from the group consisting of
sulfamethizole, sulf isoxazole, sulfamonomethoxme,
sulfadimethoxine, sulfamethizole, salazosulfapyridine,
sulfadiazine and salts thereof. 22. The
antituberculous therapeutic drug according to claim 1
, wherein the drug of (II) is at least one selected
from the anti-HIV drugs.23. The antituberculous
therapeutic drug according to claim 22, wherein the at
least one selected from the anti-HIV drugs is (a) a
reverse transcriptase inhibitor based on a nucleic
acid, (b) a reverse transcriptase inhibitor based on a
non-nucleic acid or (c) a protease inhibitor. 



24. A medicament for dosing at an interval of 48 hours
or more, wherein the medicament comprises at least one
compound as active ingredient which is selected from
the group consisting of: (I) 2
,3-dihydro-6-nitroimidazo [2 ,1-b] oxazole compounds
represented by general formula (1): [wherein R1
represents a hydrogen atom or Cl-6 alkyl group, n
represents an integer of 0-6, and R2 represents any
group of the following general formulas (A)-(G),
wherein the group represented by the general formula
(A) is: wherein R3 represents any group of the
following (I)- (6) : (1) a phenoxy group (at least one
group selected from the group consisting of a halogen
atom, an optionally halogen-substituted Cl-6 alkyl
group andan optionally halogen-substituted Cl- b
alkoxy group may be substituted on the phenyl ring) ;
(2) a phenyl Cl- b alkoxy group (at least one group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Cl-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl ring) ; (3) NR4R5
group, wherein R4 represents a hydrogen atom or Cl-6
alkyl group and R5 represents a phenyl group (at least
one group selected from the group consisting of a
halogen atom, an optionally halogen-substituted Cl-6
alkyl group and an optionally 



halogen-substituted Cl-6 alkoxy group may be
substituted on the phenyl ring) ; (4) a phenyl Cl-6
alkyl group (at least one group selected from the
group consisting of a halogen atom, an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group may be
substituted on the phenyl ring) ; (5) a phenoxy Cl-6
alkyl group (at least one group selected from the
group consisting of a halogen atom, an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6 alkoxy group may be
substituted on the phenyl ring) ; and (6) a benzofuryl
Cl- b alkyl group (at least one group selected from
the group consisting of a halogen atom, an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl-6alkoxy group may be
substituted on the benzofuran ring) ; the group
represented by the general formula (B) is: -N
N-COOCH2CH=CH-R 6 (B) wherein R6 represents phenyl
group (at least one group selected from the group
consisting of a halogen atom, an optionally
halogen-substituted Cl-6 alkyl group and an optionally
halogen-substituted Cl- b alkoxy group may be
substituted on the phenyl ring) ; the group
represented by the general formula (C) is: wherein R7
represents a phenyl C2-10 alkenyl group (at least one
group selected from the group consisting of a 



halogen atom, an optionally halogen-substituted Cl-6
alkyl group and an optionally halogen-substituted Cl-6
alkoxy group may be substituted on the phenyl ring) or
a biphenyl Cl-6 alkyl group (at least one group
selected from the group consisting of a halogen atom,
an optionally halogen-substituted Cl-6 alkyl group and
an optionally halogen-substituted Cl-6 alkoxy group
may be substituted on the phenyl ring) ; the group
represented by the general formula (D) is:wherein R8
represents a phenyl Cl-6 alkenyl group (at least one
group selected from the group consisting of a halogen
atom, an optionally halogen-substituted Cl- b alkyl
group and an optionally halogen-substituted Cl- b
alkoxy group may be substituted on the phenyl ring) ;
the group represented by the general formula (E) is:
(wherein R8 is as described above) ; and the group
represented by the general formula (F) is: (wherein R8
is as described above) , the group represented by the
general formula (G) is (wherein R6 is as described
above) ], optically active forms thereof and
pharmacologically acceptable salts thereof. 25. A kit
for tuberculosis treatment, wherein the kit comprises
the medicament of claim 24, and at leastone drug (II)
selected from the group consisting of primary
antituberculous drugs, secondary antituberculous
drugs, quinolone antibacterial drugs, macrolide
antibacterial drugs, sulfa drugs and anti-HIV drugs,
and wherein the kit is used to dose the 



medicament and the drugs at an interval of 48 hours or
more . 26. The kit according to claim 25, wherein the
drug of (II) is at least one selected from the group
consisting of the primary antituberculous drugs, the
secondary antituberculous drugs and the quinolone anti
bacterial drugs. 27. The kit according to claim 26,
wherein the at least one selected from the primary
antituberculous drugs is at least one selected from
the group consisting of rifamycin and related
anti-bacterial drugs, isoniazid, ethambutol,
streptomycin, pyrazinamide and salts thereof, and the
secondary antituberculous drugs are at least one
selected from the group consisting of enviomycin,
kanamycin, capreomycin, cycloserine, thioacetazone,
clofazimine and salts thereof, and the at least one
selected from the quinolone antibacterial drugs is at
least one selected from the group consisting of gatif
loxacin, moxifloxacin and hydrate thereof. 28. The kit
according to claim 27, wherein the drug of (II) is at
least one primary antituberculous drug selected from
the group consisting of rifamycinand related
anti-bacterial drugs, isoniazid, ethambutol,
streptomycin, pyrazinamide and salts thereof. 29. The
kit according to claim 28, wherein the drug of (II)
comprises in combination at least one 



primary antituberculous drug selected from the groups
consisting of rifamycin and related antibacterical
drugs, isoniazid, ethambutol, streptomycin,
pyrazinamide and salt thereof, and at least one
quinolone antibacterial drug selected from the group
consisting of gatif loxacin, moxifloxacin and hydrate
thereof . 30. The kit according to any one of claims
27 to 29, wherein the at least one selected from the
rifamycin and related anti-bacterial drugs is at least
one selected from the group consisting of rifampicin,
rifabutin and rifapentine. 








