The Primary Lesion in Leprosy

To THE EDITOR:

This is with reference to the stimulating
article by Job, et al.: Histopathologic evi-
dence to show that indeterminate leprosy
may be a primary lesion of the disease. Int.
J. Lepr. 65 (1997) 443-449. It has raised
certain unsettled issues on the pathogenesis
of leprosy, and we present our response on

the analogies of events as observed in tu-
berculosis and lepromin reaction. Some
points may appear less relevant to indeter-
minate than tuberculoid leprosy and are
presented mainly to support the contention
that the latter type is nearer to primary
leprosy.

1. The study material included 10 biop-
sies of which 5 cases had evidence of inde-
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terminate leprosy. Three of them showed
granuloma consisting of epithelioid cells
and giant cells. Since the presence of a
granuloma is the dividing point between in-
determinate and determinate, these three
cases cannot strictly be regarded as indeter-
minate.

2. A primary lesion in leprosy is both
ambiguous and interesting. We presume
that in this article the authors refer to the
primary lesion equivalent to the primary fo-
cus in tuberculosis. The understanding of
leprosy has been considerably influenced
by the facts available in tuberculosis and
some are referred to in this discussion. Pri-
mary focus or Ghon’s focus in tuberculosis
(") heals after development of delayed-
type hypersensitivity (DTH) and formation
of an organized epithelioid cell granuloma.
This is also the case with tubercular chancre
of the skin. In contrast, indeterminate lep-
rosy is a nonsensitized pregranulomatous
stage in the course of evolution, and thus
seems to fall short of the histology and im-
mune response of primary focus/lesion of
leprosy.

In leprosy a lesion equivalent to the pri-
mary focus of tuberculosis is not well de-
fined. If any type of leprosy at all is nearer
to that, it ought to be polar tuberculoid lep-
rosy (TTp). These are localized, self-heal-
ing lesions in the majority of cases (**")
and have an organized epithelioid cell gran-
uloma. Most of the cases are stated to have
developed usually at the site of inoculation
(**'). Some workers opine that the ill-de-
fined macules and tuberculoid cases, which
appear and disappear with an evolutionary
cycle of 6-12 months in the children of en-
demic areas, are primary leprosy ('). We
feel, for reasons stated above, that clubbing
indeterminate cases with tuberculoid lep-
rosy for this purpose is not in order. Lara
and Nolasco (°) state that at the uppermost
tuberculoid side of the disease spectrum, a
group of vaccination lesions including the
self healing childhood leprosy is recog-
nised. . . . It is probable that most of them
are benign, but there is always the possibil-
ity that they may serve as the source of at
least some apparently new infection occur-
ring in older children and adults. This state-
ment sounds very much like primary and
reactivation leprosy.
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Certain special attributes of the epider-
mis and subepidermal zone (SEZ) also ap-
pear to contribute to the evolution of TTp.
Most lesions, including the “vaccination™
ones of Lara and Nolasco (*) which are
thought to have developed after cutaneous
infection, are tuberculoid leprosy. Denis (%)
painstakingly compiles the points of view
about first skin lesion or primary lesion de-
veloping after tattooing and other instru-
mentation. The compilation shows that all
the cases which indicated the type of lep-
rosy were tuberculoid. These observations
emphasize that the dermal route of infection
favors sensitization. The antigen-presenting
role of the epidermal Langerhans® cells is
well known in many DTH-mediated diseases
of the skin, including leprosy ('®). These
mononuclear phagocytes are known to pro-
cess and transport Mycobacterium leprae
antigens through the subepidermal lym-
phatics to the regional lymph nodes and
lymphocytes to effect an immune response
("*). Such findings are also consistent with
Shepard, ef al.’s thesis that dermal inocula-
tion sensitizes and other routes tolerize ().
The final inference drawn from these find-
ings is that the epidermis-SEZ is better
suited to favor the evolution of TT leprosy
which is proposed to be the primary lesion
of leprosy.

Wide variation in the size, intensity of
infiltration, and disease activity of tubercu-
loid leprosy is well known ('’). At one ex-
treme there are small “button™ and “peb-
bled” lesions with a strong tendency of self-
healing, while at the other end one
encounters large plaques covering a part or
a whole limb and persisting for years.
These two extremes are also comparable to
primary focus and progressive primary tu-
berculosis, respectively.

3. The evolutionary course of the lesion
in a metastatic site is a complex matter.
Lepromin reaction in a tuberculoid patient
is comparable to a lesion developing at a
metastatic site in a sensitized person. Find-
ings of successive biopsies from lepromin
reaction sites taken at different points of
time (*) show that the epithelioid cell differ-
entiation, which also indicates DTH, starts
at the second week after injection. Then it
passes through various intensities of reac-
tion, sometimes even with ulceration, and
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matures to an organized tubercle by the
fourth week. Quite like early dermal lesions
of leprosy, the exudate cells crowd around
neurovascular bundles and nerve twigs, a
reminiscence of indeterminate leprosy,
prior to the onset of the granulomatous re-
sponse. The impression is that both in pri-
mary and metastatic (secondary) lesions the
morphology of the tissue response is simi-
lar. The difference seems to be in the rapid-
ity and intensity of the response. This is
also in conformity with what happens in
Koch’s phenomenon (7).

The evolutionary process of the lesion at
a metastatic site does not fit that of a classi-
cal lepromin reaction. This is probably due
to the influence of several variables. The
wide variation in the dose of infection and
the native immunity of the host are impor-
tant modifying factors. An autonomy of im-
mune reactions which causes divergent
manifestations of leprosy is known to exist
(*) and this is much more evident in the
events taking place in the skin and nerves of
the same patient (**). Added to all these are
some of the already listed local factors
which may be active at the point of entry or
deposition of the causative agent. It is nat-
ural, therefore, that the permutations and
combination of factors produce lesions so
dissimilar and bizarre.

In conclusion it is stated that: A primary
lesion in leprosy may be one that indicates a
state of sensitization and indeterminate lep-
rosy seems to fall short of that. Judged by the
morphology, immune response, site of devel-
opment and disease behavior TT leprosy.
more accurately the TTp (*%), seems to be a
closer candidate. The primary and metastatic
lesions are likely to follow a similar course
of evolution. They differ considerably in the
intensity and rapidity of response but not in
the morphology of lesions produced.

—D. Porichha, M.D.
V. Ramesh, M.D.

Medical Center
Parliament House Annex
New Delhi 110001, India
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