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Clinico-Pathological Correlation Across the
Leprosy Spectrum: Relevance in Current Context

To THE EDITOR:
The study of correlation between the

morphologic features of different groups of
leprosy and their histopathology has been a
subject of intriguing dialogue. Bhatia, et al.
( 2 ) need to be complimented for refocusing
attention on it. However, its academic sig-
nificance has diminished over the years.
Perhaps a meticulous and detailed study in-
corporating the latest, newer techniques for
attempted early diagnosis would have pro-
vided a better insight into this fascinating
undertaking.

It is a retrospective analysis and undoubt-
edly provides a considerably larger sample
size as compared to some of the earlier pro-
spective studies ( 10-12 ). However, the lack
of well-defined clinical and histopatholog-
ical criteria, essential for maintaining the
uniformity of observations, is its major la-
cunae. Their absence invariably results in
interobserver variation, and seriously com-
promises the specificity and/or sensitivity
of the ultimate outcome.

The histopathologists deserve special
mention for their consorted endeavor re-
sulted in a high clinico-histologic correla-
tion. However, a low concordance in in-
determinate leprosy once again compels one
to reserve the complimentation, and cast
doubt on its role in early diagnosis. Inde-
terminate leprosy is undoubtedly a prelude
to determinate groups ( 13 ). A hypopig-
mented macule, its cardinal morphology,
may test the acumen of even an expert lep-
rologist (8). Evidently the task of a leprosy
health worker engaged in active surveying
is a difficult and demanding one. The pres-
ent endeavor, therefore, reiterates the lim-
itations of histopathology. The diagnosis of
early leprosy continues to haunt the leprol-
ogists.

It would have been fitting had the definite
clinical criteria utilized for the purpose of
making diagnosis been recounted and shared
among all individuals engaged in it. The
scope could have been broadened further
by utilizing the latest techniques to assist
the diagnosis. The latest stains and histo-
chemical techniques, including combined

staining with periodic acid-ethanol and gel-
atin and methenamine silver, may dem-
onstrate a bacterial cell wall and myelin in
the same sections. The endoneural nerve
involvement may be confirmed using an-
tibodies to S-100 proteins ( 3 . 5 ). Immuno-
cytochemical staining for neuropeptides may
reveal neural damage. In addition, numer-
ous diagnostic procedures, including the
lymphocyte transformation test (LTT), mi-
gration inhibition factor (MIF), fluorescent
leprosy antibody absorption test (FLA-ABS)
('), detection of specific antigens of Myco-
bacterium leprae using monoclonal anti-
bodies, estimation of antibodies to the
synthetic analog of phenolic glycolipid-I
(PGL-I) of Al. leprae ( 6 . 7 ), DNA probes for
M. leprae, polymerase chain reaction (4), and
in situ characterization of lymphocytic sub-
population and cytokines and their recep-
tors (9 ), may facilitate early diagnosis. How-
ever, these laboratory procedures await
validation before they should be considered
for field application.
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Bhatia and Katoch Respond

To THE EDITOR:

Drs. Sehgal and Jain have highlighted
some issues about our publication. By and
large, their comments support our interpre-
tations and conclusions. As detailed in the
Materials and Methods section of our paper,
the criteria for clinical, histopathological and
reactional status were well defined (refer-
ences nos. 4, 5, 8 of our paper). These cri-
teria have some limitations regarding the
differentiation of some leprosy types, such
as TT/BT, borderline types, and indeter-
minate cases. There are always some limi-
tations of any retrospective analysis and, as
also highlighted in our Discussion (page
437), these might have affected the results
to some extent. However, even after allow-
ing some margin for these factors, there ap-
pears to be a need for the reassessment of
the weight given to different signs and/or
histopathological parameters for classifying
leprosy cases (especially TT, BB, 1). Further,
as highlighted in our paper and in the corn-

ments of Drs. Sehgal and Jain, such studies
are not likely to be of much therapeutic rel-
evance. We entirely agree about the need to
carry out prospective studies using fluores-
cence, immunological, biochemical and
molecular/gene amplification techniques to
gain a better understanding of these prob-
lematic areas. We have emphasized these
aspects in our Discussion (page 437).

Drs. Sehgal and Jain have very nicely fo-
cused on the research needs as well as some
possible methods to study these aspects fur-
ther. We entirely agree with their logic and
thank them for their valuable suggestions.
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