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HANSENOLOGIA INTERNATIONALIS

(Hansen.Int.)

The specific defect of immunity to hanseniasis
("Anergic Margin") — a 40-year old Brazilian theory

EDITORIAL
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the development of a delayed "immuno
allergic" skin reactivity to Mitsuda's
antigen.

1) A fraction of those Mitsuda-
positive contacts might reach the cli-
nical stage, due to "accessory factors",
and eventually manifest "tuberculoid"
lesions in the skin or nerve trunks.

2) Of the minority of Mitsuda-
negative contacts, a few might also
reach the clinical stage and eventually
manifest "bacillary macules", "diffuse",
lesions, "lepromas", etc.

3) The capacity of the majority to
react to Mitsuda's antigen and Hansen's
mycobacterium did not depend on
general health.

4) The capacity to react did not run
parallel to the capacity of reacting to
other skin tests.

5) The capacity to react did not
have any relationship with age, sex or
ethnic groups.

6) The capacity to react is specific
for Hansen's mycobacterium and de-
pended probably on an apparently
constitutional unknown "natural" (N)
factor.

9) The incapacity of the minority
to react did not depend on a "general
energy" to other skin tests of delayed
reactivity.

Ha
In 1937 the Revista Brasileira de
prologia (10) published an article,
bsequently read at the International
prosy Conference of Cairo, 1938, and
abridged form at the Sixth Pacific
ience Congress, Berkeley, California,
39 (11,12). Its conclusions were
awn from the results of Mitsuda
sts performed on 1529 persons:

1) Patients presenting different
lementary aspects" of hanseniasis
rythematous" and/or "hypochro-
ic", "bacillary" or "non-bacillary"
acules; "leproma"; "clinically and/or
thologically tuberculoid" lesions,
c.), "aspects" which were adopted
stead of the classical topographic
rms" of the disease ("neural", "cuta-
ous", "mixed") .

2) Contacts and non-contacts, of
fferent age groups.

3) Patients of tuberculosis, blasto-
ycosis and other debilitating condi-
ns.

These conclusions widely differed
om the previous epidemiological and
thogenetical theories admitted at the
e, as they pointed out:

7) Hanseniasis could be far more
ntagious than it was thought.

8) Most of the infected contacts

main at the sub-clinical level due to

nsen. Int., 2(1):12-14, 1977 — 12 —



Hanseniasis — "Anergic Margin"

10) Only that minority of the po-
pulation genetically incapable to react
(designated as the "Anergic Margin")
should be the object of prophylactical
attention.

Further studies with tuberculin in
Brazil and with Mitsuda and tuberculin
tests in a non-endemic country (1,14)
partly altered the theory, which was
adjusted to admit other stimulants of
the Mitsuda-positivation in the "N-Fac-
tor" majority (Koch's and possibly
other mycobacteria). However, none
would have any appreciable reversal
action on the Mitsuda-negativity of the
"Anergic Margin", and the prophylac-
tical value of BCG was thus put in
doubt (15).

In a period when predisposition to
hanseniasis was either correlated with
childhood or attributed to a lowering
of general resistance to bacteria, due
to malnutrition, malaria, parasitic in-
festations, alcoholism and other de-
bilitating conditions, all these views
amounted to heresy. Moreover, stating
that Mitsuda-negativity preceded and
prepared for Virchowian ("nodular")
hanseniasis, instead of being the result
of a "long battle against the bacilli",
lost by an "exhausted nodular host",
Mitsuda's theory itself (5) was chal-
lenged. It was no wonder that they
were labeled as "sweeping conclusions
about the (Mitsuda) reaction" in an
editorial of the International Journal
of Leprosy covering the Cairo Confe-
rence (2).
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True, soon afterwards the new theo-
ries were given a higher credit in other
editorials (3,4), including the "Journal"
itself (16). Even so, as late as 1948,
the hypothesis of a "natural" factor of
resistance and its reflections on the
pathogenesis and classification of forms
of the disease were considered "prema-
ture" by the majority of the Committee

of Classification of the Havana Con- se
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ress, against the vote of Rabello, a
ember of the Committee (7).

Little by little, however, the theory
ook roots and was generally confirmed
y facts observed in many areas. Re-
erences to, or outright support of an
N-Factor" began to appear in articles
nd text-books, and the existence of
natural reactors and non-reactors" is
o longer contested.

More recently, in many countries the
-Factor" has been discovered and
baptized under the names of "poten-
l immunity", "constitutional capaci-
to react", "inherited ability to des-

oy bacteria" (or "to form granulo-
a"), "specific (or "monovalent")
persensitivity" — and, on the nega-
e side, as a "defect of cell-mediated
munity", "immunological unrespon-

veness", "constitutional inaptitude"
"inherent inability to disintegrate

ansen's bacilli", and many other
rms to express the state of non-
activity originally and more simply
signated as the "Anergic Margin".

Furthermore, the inconclusive pro-
ylactical results of BCG in various
rts of the world appeared as an un-
sired confirmation of the pessimistic
recast intrinsic to a theory of a gene-
nditioned susceptibility.

In 1977, exactly 40 years after the
-Factor/Anergic Margin" theory was
oposed, its partial reinstatement is
ggested by Rea & Levan (8), who
ote Newell's sympathetic apprecia-
n (6) and Dharmendra's confirma-
ry evidence in the field.

In the last few years, suggestions to
vive the older and simpler Brazilian
rminology have been received. Their
mber augmented since the publica-
n of Rea & Levan's paper.

Accordingly, a series of articles
out the "N-Factor/Anergic Margin",
appear in future numbers of "Han-
nologia Internationalis", will summa-
Hansen. Int., 2(1):12-14, 1977
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the idea of a "general depression" -
or "impairment" is equally questiona-
ble and was criticized even before the
"Anergic Margin" was postulated (9).

It appears, therefore, that the publi-
cation of the 40-year old theory and its
appraisal by modern methods and tech-
niques will contribute to a better
knowledge of the immunology of han-
seniasis and to suggest further inves-
tigation on the subject.

A. ROTBERG
ize the foundations and the acceptance
f the theory, under its original or
ubstitute names, as well as its still
ifficult and controversial points. Their
im will not be only to evade the con-
using multiplicity of new names, but
lso to call attention to terms which
re not in agreement with the old
heory. In fact, expressions like spe-
ific "depression" - or "impairment"
f cell mediated immunity sound very
uch like the rebirth of the unproved

itsuda's hypothesis of "exhaustion";
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