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INTRODUCTION

Mycobacteriumtubercul osis as acausative agent
of TB wasindicated by Robert Kochin 1882. Com-
mencement of BCG vaccine after 39 yearsfor the ben-
efit of mankind which was used for the prevention of
TB worldwide. Symptoms of TB are pyrexia, loss of
appetite, lossof weight, sweetinginnight. Coughisthe
commonest symptom of pulmonary Tuberculosis. The
most common sign of lymphatic TB isswellinginthe
neck. Low temperature and headache was commonest
sign of pleural and CNS TB respectively¥. In many
formsof tuberculosis, fever isacommon symptom.
Tuberculosisshould awaysbeconsidered indifferen-
tial diagnosisof patients presenting with unexplained
low grade fever and weight |oss. Death rate was de-
creased by theinnovation of first-lineanti-MDRTB
drugs. Themoderntherapy that isshort caused for the
management of TB inwhich therearefour-drugsthat
are used for the treatment of drug resistance. Myco-
bacterium shows high degree of resistance to drug
becauseof low permegbility of cdl wall and mutationin
strain@.

Treatment isfor tuberculossiscomplex. Drugsthat
areusedtotreat TB arelessvauableand moretoxic,
and are used for longer time period but with the pas-
sageof timeefficacy isdecreased and severdly decreas-
ing probability of success®. Resistant Mycobacterium
tuberculosisisathreat for Global Tuberculosis Con-
trol.

Drug res stancein Mycobacteriumisactualy aman
made dilemma. Incompl ete and reduced treatment led
towards new form of drug resistant known as Exten-
sively drug resistancetubercul osis caused by Myco-
bacteriumtuberculosisstrain, which hasresistanceto
rifampicinandisoniazid among thefirst-line anti-tuber-
culosisdrug and resistance also to any fluroquinolone
and at |east one of threeinjectible second-line anti-tu-
bercular drugs i.e. amikacin, kanamycin and/or
capreomycin.

Appearance of extensively drug resistanceisre-
ported globally. Rate of frequency reported about XDR-
TB of total MDR cases are; 6.6% all over theworld,
6.5% in devel oped nation state, 13.6%in Russiaand
Eastern Europe, 1.5% in Asia, 0.6% in Africa and
Middle East and 15.4%in Republic of Korea. Research-
ersareworking how to control thespread of TB that is
Multi drug resistance.

In 1993, World Heal th Organi zation declared that
TB asabigthreat intheworld. Treatment was avail-
ableeven then onethird of world’spopulation was af-
fected by Mycobacteriumtuberculosis. Dueto multi
drug resistance (MDR) Mycobacteriumtuberculosis
strains, it spread worldwide, thusneed for more effec-
tiveness of anti-mycobacteria drugs. HIV-positive pa-
tientsare knownto have an increased rate of poor ef-
fectsof first-line TB drugs and the preva ence of ad-
verseeffectsof second-line TB drugsmay bebigger as
well. Peoplewith low income can’t afford the treat-
ment because drugsare costly®.
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Tuberculosiscausesmillionsof deathsevery year.
These deathssomewhat explaintheworldwide TB haz-
ard. Morethan 80% of TB patientswhicharegoingto
be affected mostly by TB are in age between 15-42
years. Inthiscontact, wereport asareaof multi drug
resistant tubercul osiswhich thinksto seetherole of
clinica mycobacteriology |aboratory intheadministra-
tion of such casesd.

Theincreasing gppearanceof MDR-TB (Multidrug
resstance-Tuberculogs) XDR-TB (Extensvely drugre-
sistance-Tuberculoss) intheeraof humanimmunode-
ficiency virusinfection presentsamost important threat
to effectual control of TB. Drug resistant in Mycobac-
terium occurred asaresult of variable drug supply to
patients.

Thethreet factorsfor MDR-TB areoriginated from
previousincomplete curement or beginfrom “hot spot™
areas, homelessnessand probably asoHIV virus. The
management of multidrug-res stant tubercul osisiscom-
plicated dueto adverse effect and curewhichrequire 3
yearstreatment for complete cure. Therefore, new plans
for the cure and impediment of MDR-TB arewithout
more ado essentia. Thisrequiresfunctioning of tuber-
culosiscontrol programmed (directly observed treat-
ment short course), and, in some dominant countries,
theintroduction of second-linedrugs onthebasis of
appropriateliability testing (directly observed cureshort
course-Plus). Only thecomingtimewill reveal whether
this“ticking time bomb” can beresolved?. In an ex-
periment, anti-microbid vulnerability of theisolateswas
tested againgt thefour first-line anti-tuberculos smedi-
cine(rifampicin, isoniazid, streptomycin and ethambu-
tol). Fifteen percent of the strainswereresistant to only
onedrug; the percentage of multi drug resistant 28%
included 7% which hasresistant to al the4 drugs. The
over dl resstanceagaingt individud drugswasrifampi-
cin 32%, isoniazid 37%, streptomycin 19% and etham-
butol 179,

Inan other study, high confrontationisseeninop-
positiontoisoniazid andrifampicin, 25%eech, followed
closdy by streptomycin 24.12% and pyrazinamideand
21.49%. Primary resistancewasmuch lesser than Ac-
quired drug resistance. Thedifferencewasdtatistically
significant for all drugstested exceptisoniazid, MDR
was 7.3% and acquired MDR was 25.7%. Thisdiffer-

enceisdatigticaly significant. MDR tuberculosisisin-
creasinginthispart of theworld. Previousdisclosureto
anti-tubercul osis drugs emerged as an important for-
ward planner of drug resistance. TheMDR-TB isaso
threatening World Heal th Organi zation’sintention of
tubercul osisremoval by 20507,

MOLECULARBIOLOGY

Researchersfrom the Hamburg Outstation of the
European Molecular Biology Laboratory (EMBL) and
Max Planck Indtitutefor Infection Biology (MPI1B) have
currently achieved thestructura figureof proteinthat is
needed by the bacterium for the endurancein human
cdll. Mycobacteriumtuberculosislivesinimmunecdls.
A protienthat iscalled LipB that controllsthece lular
metabolism of bacterium. LipB is highle active in
multidrug resistant tubercul osis patients.

InHIV patientsit was seenthat in genesthereisa
mutation asreported earlier which arepresentin drug
res stance, and the mutation too which arenot reported
untill. Thereisashiftinnudectideand aminoadids. There
ismutation inthree strainsAGC—ACC at codon 315
of katG gene (Ser—Thr) itisthecommonest changein
geneinINH-resistant straing®,

INMDR tubercul osis, dong with theabove muta-
tion, thereisa so amutation at codon 531 of therpoB
gene(TCG—TTG), resultinginaminoacid changefrom
Ser to Leu. Rifampin resistant i solates al so haveamu-
tation at codon 469 of the rpoB gene: GAG—>TCG
(Glu—Ser) 8,

DIAGNOSIS

Previously, therecognition and test of the vulner-
ability of Mycobacterium tuberculosis complex
(MTBC) drainstaketoo many daysto complete. Hasty
recognition of adherence using the PCR-based Geno-
type MTBDR test (Hain Lifescience GmbH, Nehren,
Germany) has the noticeable power to remarkably
shorten the gyratetime from specimenreceptiontore-
porting of resultsof vulnerability test. There after the
intention of thestudy by Somoskovi et d . it was veri-
fied (i) the ddlicateness and exactness of the Genotype
MTBDR assay for thereveaing of MTBC strainsand
(i) the ability of the analyzer to detect the occurrence
of INH and RIF’sres stance-associated changein gene
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in katG and rpoB from samplestaken directly from
Smear-positiveexperimenta specimens.

TREATMENT

Currently, noneof theusualy used candidate agents
have proof of effectivenessfor usedin MDR-TB or
XDR-TB.°However; immunotherapies havethe poten-
tia to recover theoutcomeinal patientswith tubercu-
losisincludingthosewithMDR-TB and XDR-TB. Po-
tentialy preventing reappearance.

The W.H.O. has suggested a multifaceted
programme, known by theshort form DOTS (directly
observed therapy, short course), that upholdsvaluable
treatment of drug-prone TB asthe chief method of off-
putting drug resistance. DOT Swas part of prosperous
MDR-TB control programmein New York City, which
asointegrated cureof prevaent MDR-TB cases. Che-
motherapy isnot as such effective®*,

The hexanic extract of A. taliscana wastested by
microdilution damar blueassay againg Mycobacterium
strains and bioguided fractionation led to the separa-
tion of the neolignans Licarin A, Licarin B and
Eupomatenoid-7, al of which had antimycobacterial
action. Licarin A wasthe most active compound, with
least inhibitory concentrationsof 3.12-12.5 microg/mL
againgt thefollowing M. tuberculosisstrains. H37Ry,
four mono-resistant H37Rv variantsand 12 clinical
MDRisolates, aswell asagainst five non-tuberculous
mycobacteria(NTM) strains. Inending, LicarinA rep-
resentsapotentialy active anti-TB agent totrest MDR
M. tuberculosisaswell asNTM straing?.

Theinfluence of pigmented cellsfor treatment is
limited by their high priceand letha. But, the appear-
ance of XDR-TB, for which therapy by chemicalsis
unsuccessful, has again made cytokine-based therapy
effectual asoneof the previousavailable preferences.
Theresultsof clinical assessment to treat pulmonary
tubercul osiswith cytokines have not been promising,
makingit clear that trestment policy useasinglecytokine
isnot enough. To expand effectivecytokine-based XDR
TB rehabilitation, essentia investigation will beneeded
to achieve abetter perceptive of how cytokines pro-
mote asuccessful immuneresponse. Wemust investi-
gate other cytokines that may enhance the action of
aready present cytokines. They may d so havethebac-
teriostatic and bactericida effect and a'soimproveim-

> Rey/ew

mune system. Thelegitimacy of these patentsneedsto
be reassessed from aclinical point of view, and new
applicationsof patentsconcerning cytokines potentialy
supportivein XDR TB treatment should be expect-
ant!®,

Recently thioridazine (TZ) has proved apotential
drug for thetreatment of MDR-TB and XDR-TB and
haslessriskgtel,

CONCLUSION

BCG wasthat first drug that was used to treat tu-
bercul osi sthen an additiona drug wasintroduced that
was more effective. After re-emergence of tubercul o-
Ss, itstreatment wasnot so effective.

Themounting leve of res stancein drug among my-
cobacterid isolatesismorefrightening. Strict accom-
plishment of control measuresisrequiredto conflict this
unfolded crisis. Measures to improve the treatment
completion ratesare urgently needed. Researchisgo-
ingontotreat themulti drug resistant. LicarinAisused
totreat MDR-TB.

TB isyet aworldwide hedth dilemma. Theseec-
tion and spread of MDR-TB and XDR-TB Mycobac-
teriumtubercul osis strains be asymbol of amenace
for universal TB control. There-emergenceof TB has
obsessed greater than before unease inindulgent the
method of action of drug and drug resistance, which
could offer amgjor input in the development of |atest
antimicrobials. Cureof infected peoplewithMDR-TB
by meansof the DOTS-Plus strategy and i ndividual -
ized drug regimens can bereasonabl e, reasonably val u-
able, and purchasablefor low incomepeopleand middle
income countries.
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