4 EDITORIAL

THE DIAGNOSTIC DILEMMA

Dr. Naghman Bashir

Address for Correspondence
Dr. Naghman Bashir
MEDICSI, Saudi Pak Tower,
Jinnah Avenue, Islamabad
E-mail: naghman@gmail.com

This Editorial may be cited as: Bashir N. The diagnostic dilemma. Pak J Chest Med 2016; 22(01): 1-2

he differential diagnosis of lymphocytic
exudative pleural effusion includes infective
diseases, inflammatory disorders, malignan-
cies and tuberculosis. In fact 30-60% of patients with

exudative pleural effusion have tuberculosis world-
wide.

Roll back forty years and the confirmation of tubercu-
losis, as the cause of pleural effusion was difficult
using noninvasive diagnostic tools because of low
sensitivity and specificity. Pleural fluid staining for
acid-fast bacilli (AFB) was virtually negative and
pleural fluid culture was positive in 25-30% of cases.
Pleural biopsy, an invasive investigation, is positive in
50-80% of patients but cannot be done in all patients
because of lack of facilities, or minimal or inadequate
effusion, or technical difficulties. Pleural fluid poly-
merase chain reaction (PCR) has a sensitivity of 78%
in active disease. Thus search for a noninvasive,
quick and cheap test with high sensitivity and specific
was on.

Piras and colleagues in 1978 were the first to report
raised adenosine deaminase (ADA) in pleural effusion
of tuberculous effusion.’ The ADA activity is contrib-
uted to by two main isoenzymes, ADA-1 and ADA-2;
ADA-2 is found only in macrophages, which release it
when stimulated by the presence of live microorgan-
isms within them, thus increasing the ADA content of
body fluids. Since ADA-2 is more specific for tubercu-
losis but total ADA activity in tuberculosis is almost all
dueto ADA-2, thus only total ADA level is measured.’

Later studies in 1990s proved ADA to be a highly
sensitive and specific biochemical marker of tubercu-
losis in pleural effusion. In one study overall sensitivity
in this role has been 99% and its specificity 93%.° In
2008 a meta-analysis summary calculated estimated
sensitivity 0.92 (95% confidence interval 0.90-0.93),

specificity 0.90 (95% confidence interval 0.89-0.91),
positive likelihood ratio 9.03 (95% confidence interval
7.19-11.35) for ADA in the diagnosis of tuberculous
pleurisy inthe studies included.*

In the current issue of Pakistan Journal of Chest
Medicine Ashraf et al reported their observation about
the cut off level for diagnostic accuracy of ADA. The
authors suggest cutoff level of 40 IU/L to make this
biochemical parameter highly sensitive and specific.
The commercial kits available usually suggest a cutoff
level of 30 IU/L. ADA values ranging from 40 to 70 U/I
have been advocated as cutoff level in diagnosing
tuberculous pleuritis.’ What is the best cutoff value for
this tool is still debatable. More studies need to be
conducted in our local population to define the
appropriate cutoff value for diagnosing tuberculosis.

One more issue is the availability of this tool. Not many
laboratories offer this test. Moreover not many
practitioners ask for this investigation specifically. It
needs to be stressed among all students, practitio-
ners, specialists and particularly pulmonologists to
inculcate a culture of specifically requesting this
important non-invasive yet highly sensitive and
specific diagnostic tool.
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