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AB STRA CT - B as ed on a new morp ho l og i c a l c on cep t and c l a s s i f i c a t i on o f

granulomatous inf lammation: the polar granulomas, on the histogenesis of the tuberculoid

granuloma of the pos i t ive Mitsuda test and on the re lat ionship between the degree of

histogenetic differentiation and behaviour of tumors, the Authors concluded that the "benign" or

"malignant" behaviour of hanseniasis depends on the degree of tuberculoid differentiation of the

lesions. If the lesion is histologically well differentiated toward a polar tuberculoid granuloma

(tuberculoid hanseniasis) it will have a "benign" behaviour. On the contrary, if this

differentiation is absent (virchowlan hanseniasis) or poor (interpolar bordeline hanseniasis)

the behaviour of the lesion wil l be "malignant".
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Granulomatous inf lammation.

It is generally accepted that the major or

minor degree of histogenetic differentiation of

tumors expresses their benign or malignant

behaviourl. Excluding the fact that numerous

degrees of histogenetic differentiation occur

only in tumors, it is possible to apply the

same genera l p r inc ip le of behav iour to

hanseniasis, according to the histogenetic

differentiation of polar tuberculoid granuloma.

T h i s c o n c l u s i o n w a s b a s e d o n a n e w

morphological concept and classif ication of g

ran ulom atous inflammation, the polar

granulomas 2,3 (Figures 1 and 2).
According to this concept, granulomas were

(*) From the Departament of Pathological Anatomy

Escola Paulista de Medicina

Rua Botucatú 740, 04023 - Paulo, SP. Brazil

de f i ned as a reac t i ona l hype rp l as ia o f

macrophages toward inanimate agents and

toward animate agents of low viru lence.

Based on the type of phagocytosis (complete,

with lysis or incomplete, without lysis) by

macrophages, on Jadassohn-Lewandowslcy's law and

on the polar forms of hanseniasis, granulomas were

classified in two distinct groups, polar tuberculoid and

polar non-tuberculoid.

The polar tuberculoid granuloma

(tuberculoid hanseniasis, positive Mitsud test)

comprises two sub-types: a) tubercle-like formed by

giant Langhans cells, epithelioid
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cells and lymphocitic ring; b) sarcoid-l ike

formed by epithelioid cells. The models of

polar non-tuberculoid granulomas are more

diverse. When formed only by macrophages

with no giant cel ls i t is cal led pers istent

macrophage type which can behave like a

culture medium for the et iological agent

(virchowian hanseniasis, negative Mitsuda

test) or like a storage cell (anthracosis). When

represented solely by giant cells it is called

g i a n t - c e l l t y p e ( f o r e i g n b o d y , L o b o ' s

blastomycosis). If the polar tuberculoid and

the polar non-tuberculoid granulomas are

p resent i n the same l es ion (borde r l i ne

h a n s e n i a s i s ) t h e g r a n u l o m a i s c a l l e d

interpo lar. I f both polar granulomas are

s u p e r v e n i e n t i n t h e s a m e d i s e a s e

(leishmaniasis in early and late stages) the term

bipolar granuloma is used (Figures 1 and 2).
In a study of the histology of the Mitsuda

test in 100 healthy and non contact adults

inoculated with lepromin A, the Authors4

found that the histological structure of the test

does not d if fer from that observed with

lepromin H. Another conclusion was related to

the p r es ence o f va r iou s deg r ee s o f

histogenetic differentation toward the polar

tuberculoid granuloma in the positive Mitsuda

test. They were formed from some scattered

epithelioid cells up to the fully developed

tuberc le, i .e. , wi th giant Langhans ce l l ,

epithelioid cells and lymphocytic ring which

represents the stronger positive reaction of the

test. Thus the positive Mitsuda test is an

ex ce l l e n t me th od fo r t h e s tudy o f t he

histogenesis of polar tuberculoid granulomas.

FIGURE 1 - Histogenesis and metamorphosis of macrophages*

(*) The Authors are indebted to Masson S.A (Ed. Paris, France) for granting permission to use Figures 1 and 2 from the

previously published article in: Annales de PathologleZ
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FIGURE 2- Morphological classification of polar granulomas.*

In rea l i t y , the pr inc ip le of h is togene t ic

differentiation can be applied to all forms of

hanseniasis. The analysis of the histological,

bacterioscopic and immunological features of

tubercu lo id , v i r chow ian and in te rpo la r

hrseniases reveals that they are related to

the degree of histogenetic differentiation

toward a polar tuberculoid granuloma of the

l e s i o n s . T h e g r e a t e r t h e t u b e r c u l o i d

differentiation, the fewer the number of bacilli and

the stronger the Mitsuda test would be. On the

other hand, the lower the tuberculoid

granulomatous differentiation, the greater the

number of bacilli and the weaker the Mitsuda test

would be. Consequently, the "benign" or

the "malignant" behaviour of hanseniasis will

depend on the tuberculoid differentiation of the

lesions. In this manner, the macrophages which

do not perfectly differentiate into a polar

tuberculoid granuloma (tuberculoid

hanseniasis) wil l tend to progress toward

i n t e r p o l a r a n d p o l a r n o n - t u b e r c u l o i d

granulomas (border l i ne and v i rchow ian

ha nse n i a s i s ) w i t h p r og r e s s i v e l y mo re

numerous bacilli and less positive, dubious or

negative Mitsuda test.

Contrary to what occurs in the majority of

infectious diseases the severity of hanseniasis

depends much more on the tissue reactions of the

host than on the capaci ty of bac i l lar

(*) The Authors are indebted to Masson S.A. (Ed. Paris, France) for granting permission to use Figures 1 and 2 from the

previously published article in: Annales de Pathologie2.
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multiplication. In this way, the cell-mediated

immun i ty (CMI) p reva i l s in hansenias is

through the stimulus of lymphocytes T over

the macrophages, which will react according to

the constitution of the individual, the "N" factor

of Rotbergfi.
I f t h e s t i m u l u s i s e f f i c i e n t , t h e

macrophages wi l l per form the complete

phagocytos is of l ive baci l l i ( tubercu lo id

hanseniasis) or of heat-killed bacilli (positive

Mitsuda test) and histogenetic differentiation

toward a polar tuberculoid granuloma which

confers a "benign" behaviour on the disease.

However if the stimulus is inefficient there is

no histogenetic tuberculoid differentiation of

the les ion. The incomplete phagocytos is

e i t h e r f o r l i v e ba c i l l i ( b o r de r l i n e and

virchowian hanseniasis) or for heat-kil led

bacil l i (dubious or negative Mitsuda test)

confers a "mal ignant" behav iour on the

disease.
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RESUM O - Com base em um novo co nce i to mo r fo ló g i co e c l as s i f i c aç ão de

inf lamação granulomatosa: os granulomas polares, na his togênese do granuloma tuberculó ide

te s te M i t suda pos i t i vo e na re l ação en t r e o g rau de d i fe r enc i aç ão h i s togend t i c a e

compo r tamento de tumo re s , o s au to re s conc lu í r am que o compo r tamento "ben ign" ou

"mal igno" da hanseníase depende do grau de diferenciação tuberculdide das lesões. Se a lesão

histologicamente bem diferenciada em direção a um granuloma polar tuberculáide (hanseníase

tuberculó ide), ela terá um comportamento "benigno". Ao contrár io, se esta diferenc iação for

ausente (hanseníase virchoviana) ou pobre (hanseníase interpolar), o comportamento da lesão)

será "mal igno".

Palavras chave: Hanseníase. Diferenciação histogenética. Granuloma polar tuberculdide.

Inflamação granulomatosa.
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