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Extra pulmonary tuberculosis in Saudi
Arabia

Sir,

Mycobacterium tuberculosis (M.tuberculosis)
induced extra-pulmonary morbidity was thoroughly
reviewed in a recent issue of Saudi Medical Journal
by Alrajhi and Al-Barrak.1  Certainly the true disease
morbidly in Saudi Arabia would have been explicit
had there been an adequate laboratory set-up to carry
out different microbiological investigations on those
with clinical evidence of tuberculosis. Molecular
biology investigations would be desirable during
prospective plans to ascertain the true magnitude of
M.tuberculosis induced extra-pulmonary morbidity.
At a tertiary health care center in the Indian capital
metropolis, New Delhi, preliminary studies using
polymerase chain reaction (PCR) have pointed to
extensive M.tuberculosis replication in placental
tissue.
 Investigations for M.tuberculosis replication in
placenta were carried out at the Sant Parmanand
Hospital, a 100-bed hospital, located in the northern
part of the Indian capital during the period extending
from February 2000 to August 2001. Placental
tissues from 24 women, aged 19-37, were examined
by microbiological and molecular biology assays for
M.tuberculosis.  All women had strong clinical
evidence pointing to tuberculosis and had an elevated
erythrocyte sedimentation rate.  Nine samples were
positive during culture in the Mycobacteria Growth
Indicator tube (MGITTM OADC: Becton Dickinson,
Cockeysville), and 10 in the Lowenstein-Jensen
medium.  Amplification of a 240 bp region (460-700)
from the gene encoding MPB 64 protein of
M.tuberculosis in 24 placental tissues showed a
positive band on gel electrophoresis in 18 specimens.

Reports on congenital military tuberculosis as well
as a placental tuberculosis infection have been very
uncommon.  Since the 1980s, there have been only
30 published cases reports of congenital military
tuberculosis in English literature.2  A solitary
tubercular infection of placenta was reported during
the mid-1990s in Calcutta, India.3  The magnitude of
placental tuberculosis in Saudi Arabia would interest
epidemiologists and clinicians.  Precise data would
be available by concurrent use of different molecular
biology techniques, such as nucleic acid probe assays
(AccuProbe) or M.tuberculosis gene amplification.
Exact identification of mycobacterium species for
extra-pulmonary tuberculosis induced morbidity or
mortality would be ideal even in remote locations in
Saudi Arabia or elsewhere. A commercially available
16s ribosomal deoxyribonucleic acid (DNA)

sequencing kit as well as the additional sequencing
libraries4 would assist the clinicians and
epidemiologists to work out the precise epidemiology
of extra pulmonary tuberculosis.1

Tuberculosis-endemic areas should also be able to
use the real-time PCR, which is the most practical
variation of standard PCR, which does not depend on
time-consuming manipulations and processing of the
reaction.  The advanced nucleic acid analyzer,5 which
is based on silicon chip-based spectro fluorometeric
thermal cyclers has been useful during field
operations using low-power battery operation.  That
would indeed be an asset for future research on extra
pulmonary replication of different mycobacterium
species.
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Dr. Agrawal points to the under-diagnosis and under-
reporting of extrapulmonary tuberculosis.  Even
diagnosed cases are fairly delayed in both diagnosis
and treatment resulting in increased morbidity,
mortality and cost of care.6  Although molecular
diagnosis techniques are promising for faster and
reliable modes of diagnosis confirmation, they remain
limited by their shortcomings, especially in settings
of limited resources and medical facilities.  This is
typical in endemic areas for tuberculosis in
developing countries.  We believe that sound clinical
judgement, heightened suspicion and an essential
laboratory setup for pathology and microbiology are
far more suitable for the areas where tuberculosis
remains endemic, namely developing countries.  A
well informed clinician in an endemic area is
prepared to start antituberculosis therapy for a case
suspected for tuberculous meningitis based on
clinical and basic cerebrospinal fluid (CSF) data;
even if stain and polymerase chain reaction (PCR) or
ligase chain reaction (LCx) from CSF are negative
for M.tuberculosis.  

Molecular diagnostic methods for extrapulmonary
tuberculosis have had variable reliability results from
various parts of the world and for various types of
specimens.  In a Mexican study, it was highly specific
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and sensitive for extrapulmonary specimens.7  An
earlier study from France had a sensitivity of 63% for
extrapulmonary specimens compared to culture.8  In
another study, sensitivity of PCR in all types of
specimens (pulmonary and extrapulmonary) was
59% compared to 41% for stain and 65% for culture.
Polymerase chain reaction was positive in only 78%
of culture positive specimens.9  Also, the use of
molecular diagnostics in extrapulmonary specimens
was associated with false positive results especially
in immunocompromised patients.10  Better results
were obtained when molecular diagnosis was
combined with culture techniques even when
respiratory specimens were evaluated along with
extrapulmonary specimens.11  

For the time being, we believe routine use of
molecular diagnostic methods for clinical decision
making or epidemiology in tuberculosis should be
limited to respiratory specimens using validated and
approved methods or kits in well prepared
laboratories by trained personnel.  Microbiology and
culture are still essential in this era of increased drug
resistance.  Above all else is the sound and thorough
clinical assessment and judgement based on which
clinical specimens and diagnostic tests are required.
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