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JORGE LOBO’S DISEASE. OBSERVATIONS ON ITS EPIDEMIOLOGY

AND SOME

UNUSUAL MORPHOLOGICAL FORMS OF THE FUNGUS

Leonidas Braga Dias (1), Mario Machado SaMPAIo (2) and Domingos SiLva (3)

SUMMARY

Two cases of Jorge Lébo’s disease are described: they were from the same

household and from the same locality of the Amazon Region of Brazil.

Obser-

vations are made on the histology of the lesion and developmental forms of the

fungus as seen in histological sections of biopsied material and cultures.
fungus in one of them presented unusual morphological aspects.
established after the inoculation of material into the cheek-pouch of hamsters.

The
Infections were

The

known distribution of the disease (about 69 cases) is mapped throughout the

Brazilian Amazon Region.

INTRODUCTION

While there exist numerous good descrip-
tions of Jorge Lébo’s disease, we feel that
the following two case reports may help to
broaden our knowledge of the distribution
of this interesting mycotic entity within the
Amazon Region of Brazil.

Usually, reported cases are isolated ones.
Rarely has any reference been made to the
epidemiology in respect of human popula-
tions or households, with the exception
perhaps of the reports of PErEiRa Firmo **
and MacHADO ® whe discussed such aspects
in their descriptions of “Blastomycosis of
the Xingu Indians” and “leper of the Caia-
bis”. The two cases described here are the-
refore of particular interest in that both
were from the same family, living in the
same house.

In addition, the following descriptions of
growth forms of the fungus as seen in the
human tissues and in culture are worthy
of note as, to our knowledge, there exist no
previous records of this nature.

CASE REPORT I

On admission, at the Department of Der-
matology of the “Faculdade de Medicina da
Universidade Federal do Para”, in Novem-
ber 17, 1967, RM.M., a farmer, was 35
years old, melanodermic, male, married, na-
tive of the State of Para, Brazil and resi-
dent at “Vila de Santana do Capim, Muni-
cipio do Capim”, State of Pard, Brazil. He
dated the onset of this present illness as
about twenty years ago, commencing as a
small nodule on the dorsal side of the first
phalanx of the 3rd finger of the right hand.
This lesion grew slowly, coincident with the
growth of new nodules in its neighbourhood,
until it reached the present size and aspect.
From time to time some of the nodules ul-
cerated.

The dermatological examination revealed
a lesion, 4.0 X 3.0 cm in diameter, on the
median part of the dorsal side of the right
hand and extending to the first phalanx of
the third finger. It had a tumourlike, ma-
millonated appearance, resulting from the
confluence of hard, brilliant, cheloid nodu-
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les some of which were uleerated. A fur-
ther subcutaneous nodule was located about
il em above the principal lesion and ano-
ther was palpated on the superior third on
the anterior border of the right forearm.
Both nodules. about 1.0 em long. were Tirm
and movable.  Finally, a third hard nodule
was also felt abow 1.0 em above the epi-
trochlea, over the humeral vessels, 11 was
approximately 1.0 % 1.5 cm  long.
Diagnosis of Jorge Libos disease was
made by the macroscopic appearance of the
lesion and confirmed by histological exami-

nation of a biopsy. Sections showed a thin
atrophic  epidermi=  with  flattened  dermal
papillac.  The superficial and deep  derma
were substituted by a proliferative  process
with fibrotie tendencies: it was populated
with innumerable histiocytes and giant cells
containing fungal elements identical to those
known as responsible Tor Jorge Lobo's di-
sease.  There was a predominance of sphe-
rical parasites. sometimes in chains;: these
possessed a double, refractile wall and were
all of approximately the same size. Olher
“dumbell”, “skitle-zhaped™ or even  more

PLATE I

Jorge Labo's Disease, Histologieal sectlons of
Figs. 6 to & Formation of non-septate hyphae.
Gomerl's siiver staining (7 to 91,

humamn skin leslons showing fungus in the tissue.
Gomori's aldehyde Tuchsin staining

(1 to & and
400 =
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bizarre forms were also found (Plate 1) and
are presumely due to clongation of the round
forms.  In addition. some parasites  were
found with non-septate hyphae (Plate 1, 6
and 9).  Again, multiple budding of the
parasites was alzo noted, with two, three or
more rarely four gemmulae of variahble size
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(Plate 1I). The accompanying inflamma-
lory process also invaded the sobewtaneous
tissue, Here. parasitized histiocytes  were
found singly or in groups in the adipose
tissue or areas of this lizsue which had al-
ready been substituted by the inflammatory
process,

PLATE II

Jorge  Libo's Disease. Histological sections of human skin lesions,

veloping hyphae.

Figs, 2 to 6: Multiple budding and other
[urhsin staining (phase microscopy), Flgs. 1 to 6. Figs. 1 to 8, 400 %.

Fig. 1:
growth phases.

Fungus with de-
Gomori’s  aldehyde
Figa. 4 to 6, 560 .,

Fig. 7: Phase microscopy of fresh tissue sectlon showing formation of non-septate hyphae, 560 <.
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Similar findings were noted throughoul
the enlire tumourlike lesion which was re-
moved logether with its  satellite  nodule
{followed by successful skin grafting) on
February 22, 1968, The satellite nodule
proved to be a productive lesion in  the
adipose tissue with innumerable parasitized
histioeytes.  Other cellz showed clear. foamy
eyloplasm containing a “creamy”™ substance
staining  melachromatically  with  Gomori's
aldehyde Tuchsin,  There was a greal ten-
dency to [ibirosis,

The histology of the nodule of the fore-
arm was similar (o that just described.
The epitrochlean nodule waz found to he a
Iymph node with itz hilom  occupied by
swollen histiocytes, as deseribed above, and
with many conlaining parasites. In the cor-
tical region there were granulomata with
parazitized giant cells, while the marginal
sinus showed a few parasitized histiocyles,

Culture of the fungus was tried in Sa-
pouRavp-ghicose medium  with negative re-
gults up to 60 days later. Macerates and
serapings of the cul surface of the hiopsy.
or from the entive rvemoved lesion, vere
maintained between glides and coverslips in
saline  plus  glycerol (50:50) or coconut
water and glycerol (50:50). The cultures

— Jorge Lobo's disease. Ohbszervatlons on Its epide-
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were obzerved [or about three months, at
room temperature. and Trequently  showed
growth of the fungus by simple and mul-
tiple budding or hyphae formation similar
to that seen in sections of the original lesion
i Plate 111},

Adult albine mice were inoculated intra-
dermally (foot-pad and ears) and intrape-
ritoneally with material obtained from the
main lesion and from the nodules. In ad-
dition, three day-old mice received intra-
cerehral and intraperitoneal inoculations of
the same suspensions, No evidence of in-
fections was noted up to 60 davs later,

Adult hamsters Mesocricetus auratus were
inoeulated subculaneously into the fool-pad
and the ears and also into the lower part
of the cheek-pouch. No infeclions resulled
in the foot-pad or ears, but small positive
lesions appeared in the cheek-pouch tissue
(Sampato and Dias, in press),

CABE REPORT II

On admission on April 25. 1968, al the
Department of Dermatology of “Faculdade
de Medicina da Universidade de Pari, Be-
téem, Brazil”, J.A.S., was a farmer, 40

PLATE III

Jorge Lobo's DMscase.
stide and coverslip,
mation Iin 6 to 5.

Figs. 1 to 3 and

Growth phases of f[ungus maintained
thowing multiple budding (except Flg,

in cultures hetween
6) and hyphae-for-
Figs., 4 and &% 400 .

B and 9, 320 x.

Figs. 7 and 8, 480 %,
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Map 1

years old, melanodermie, single, native of
the State of Para, Brazil. and resident al
“Vila de Santana do Capim, Municipio do
Campim™, State of Para. He dated the
onsel of his present illness about 10 years
apo. A verrncose lesion. painful te pal
pation bul not itching, appeared on the
posterior medial region of the lelt arm.
This small lesion grew slowly inte a hard
nodule with a brilliant surface. Other si-
milar lesions appeared around the original
nodule. A further one  developed on the
posteroemedial region of the right arm, and
another in the sacral region,

Our examination revealed a plaque-like
lesion on the postero-medial region of the
left arm. It measured about 3.0 X 3.0 em,
and  was multilobulated, hard. and flat
Small nodules of the same lype were scal-
tered around the periphery.
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On the postero-medial region of the right
arm was another single cheloid lesion mea-
suring about 1.5 cm in diameter and vet
another measuring 2.5 em, in the sacral
region, The tributary lymph nodes of the
regions  showed no  allerations  at  exami
nation.

The lesion of the right arm was removed
for microscopic examination, Histological
seclions showed a markedly atrophic epi-
dermis  with uleerated  zones  covered by
seales of cornified cellz and leucocyte-fibri-
notic exudate containing parasitic [ungus.
The superficial dermis was represented by
an inflammatory tissue rich in  histiocyles
and giant celle. These cells were distri-
buted irregularly and without granuloma-
tous aspect,  Large collagenous fibres criss
crossed the lesion, with mononucleated eells
and plasma cells predominating, The histio-
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cytes contained large numbers of fungal ele-
ments showing the formation of two, three
or more buds. Ovoid parasites were also
seen with single protrusions, apparently the
beginning of hyphae formation. Longer hy-
phae were very rarely found.

Adult hamsters were inoculated into the
lower part of the cheek-pouch snd were
sacrificed at intervals up to 150 days. The
resulting infections are discussed in the sub-
sequent paper SAMPAIO & Dias 4,

' '

DISCUSSION

Perema FiLEO ** and MiranDa (quoted
by AzvuraY®) reported a high incidence of
Jorge Lobo’s disease among Indians of the
upper Xingu River (Central Brazil), and
two of these Indians were taken to the
“Carlos Chagas Hospital — Instituto Oswal-
do Cruz, Rio de Janeiro”, where diagnosis
was confirmed. MacHADO * described 12
cases which he examined and diagnosed as
Jorge Lébo’s disease among the Caiabis
Indians (Peixe River, State of Mato Grosso,
‘Central Brazil), and he tried to analyse the
epidemiological features of the disease.

Apart from these workers, past Authors
have not clearly indicated the exact origin
of the cases described and it is difficult to
appreciate fully the epidemiology of this
disease in the Amazon Region of Brazil.
Thus Morags*? refers to two cases from
the “Municipio of Manaus” (State of Ama-
zonas) and LEITE 7 describes two cases from
the “Municipio de Baifo” (State of Para).
In both reports there are no references to
social relations or Kinship between the
patients.

In Map 1, therefore, we have tried to
map more accurately 52 out of the 69 re-
ported Brazilian cases (SiLva 5 ¢; Lo ?;
LErre 7; ANDRADE et al.?; MicHALANY &
Laco NEGro ). It can be seen that they
are largely concentrated in two areas. Clima-
tically the areas are hot and humid with
temperatures varying between 19°C-34°C
. (average about 24°C and 27°1C, respecti-
vely). Variations of temperature are grea-
ter in the State of Acre, due to the influence
of cold waves (“friagem”) originating from
the Andes. C

It is of interest that the two cases re
ported here were from the same locality
(Capim) " of the State of Pard. Both were
from the village of Santana do Capim, and
Case I was married to the sister of Case II
and lived in the same house.

There is nothing to indicate how these
men may have become infected. The pa-
tients deny any traumatic accidents, insect
bites or other agent as the starting-point of
their lesions which persisted for 20 and 10
years respectively, Their common profes-
sion (farmers) gave no clue, nor is there
any evidence to suggest that one man may
have acquired his infection from the other,
although the disease of Case [ was 10. years
older than that of Case II. The patients
know of no other cases in their village.
R.M.M. clearly appreciated that his bro-
ther-in-law had contracted the same infection
and brought him to us for examination.

During its long and protracted evolution,
Jorge Lébo’s disease presents a tendency to
expansion and recidivation, sometimes in-
volving large cutaneous areas. Unusually
there are multiple lesions in distinctly sepa-
rate areas as well as subcutaneous and
lymph-node metastasis, as are observed in the
two cases described here. Case I had a defi-
nite metastatic tendency, with lymph-node
involvement and presence of lesions in the
course of lymphatic drainage. Case 1I, on
the other hand, exhibited only superficial
lesions in three different parts of the body,
and these were no doubt due to direct ino-
culation of the parasite into the skin at
those points. The protracted duration of
this disease makes it distinetly possible that
transfer was made from one site to the
others. P ElE

Since the original description of Lo6Bo 3,
most Authors have noted the characteristic
round form of the parasite within the
tissues, its relatively constant size and its
extraordinary abundance in the lesions.
“Dumbell”  “chains” and ‘lemon-shaped”
parasites have been described, the first ones
generally being regarded as a reproductive
form of the parasite. Very rarely (Car-
NEIRO ¢, LEITE ¢, AzuLay et al. 2, CorrEa ®),
references are made to multiple budding,
and TEIXEIRA 1" remarks that he never
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observed parasites with simultaneous double
budding. A fine needle-like striation of the
external capsule was observed for the first
time by Fiarmo (quoted by TEIxera )
and confirmed by TEixeira '”. Distortions
due to capsular shrinkage have attracted the
attention of many Authors and may account
for the “demilune” or “caliciform™ shapes
sometimes described.

‘We can find no reference to the forms
we have described in Case I, in which some
of the parasites showed filamentous hyphae.
The apparently greater reproductive capa-
city of the parasite in the present cases is
perhaps a manifestation of a better adapta-
tion of the parasite to its host, or an ex-
pression of increased pathogenicity of the
fungus. This possibly explains the metas-
tatic tendency of the parasite in Case I and
the multiple distribution of lesions in Case II.
In spite of this apparent increased repro-
ductive capacity, the parasite could not be
grown by the usual culture methods and
the cultures between slides and coverslips
yielded but meagre results. They did per-
mit, however, observations on the slow
growth, and on the reproduction which was
similar to that seen in histological sections
(Plate III). There is no doubt that the
forms seen were derived from parasites mor-
phologically identical to those of the para-
site known to cause Jorge Lo6bo’s disease.

The failure of this fungus to grow in tra-
ditional culture media renders its classifi-
cation difficult and it is hoped that the
growth forms described here might contri-
bute something towards the orientation of
further studies.

RESUMO

Doenga de Jorge Lébo. Observagbes epide-
miolégicas e sébre formas pouco
comuns do fungo

Descrevem-se dois casos da Doenca de
Jorge Lébo, pertencentes & mesma familia
e da mesma localidade da Amazbnia Brasi-
leira. Fazem-se observagbes histolégicas da
lesdio e sbbre formas de multiplicagio do
fungo no material de biopsia e cultura. O
parasita em um dos casos apresenta aspec-
tos morfolégicos singulares. O material de
biopsia inoculado no tecido conjuntivo da
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bélsa jugal de hamsters determinou a for-
magio de lesGes especificas. Em mapa da
Regido Amazénica Brasileira mostra-se a
distribuicio de 69 casos revistos da Doenga
de Jorge Lobo incluindo os desta publi-
cagdo.
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