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SUMMARY

We report the first case of African histoplasmosis diagnosed in Brazil. The patient
was an immigrant from Angola who had come to Brazil six months after the
appearance of the skin lesion. The skin of the right retroauricular area was the only
site of involvement. The diagnosis was established by direct mycologic examination,
culture and by histopathologic examination of the lesion. The patient was successfully
treated with Itraconazole 100mg a day for 52 days. No recurrent skin lesions were
observed during the ten month follow-up period.
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INTRODUCTION

The African histoplasmosis is a mycosis
caused by Histoplasma capsulatum var. duboisii
that is prevalent in an area of Central Africa
bordered by Uganda to the east, Dakar to the
west, Sahara desert to the north and Kalahari
desert to the south!.

This fungus is considered as a variant of
Histoplasma capsulatum and the Ajellomyces cap-
sulatus is the sexual state of the both fungi®. In
the lesions, Histoplasma capsulatum var. duboisii

presents as round fungus measuring 8 to 15 um
in diameter, while the Histoplasma capsulatum

var. capsulatum usually measures 2 to 4 ym in
diameter’.

The main differences between the classic
and African histoplasmosis are:
1 - The classic histoplasmosis shows cosmopo-
litan distribution, usually involves lungs and
mucosa, and rarely shows cutaneous or bone
involvement.

2 - The African histoplasmosis occurs exclusi-
vely in Central Africa and involves the skin,
lymph nodes and bone”11:141920,

The reported cases of African histoplas-
mosis have been in either current or former
residents of Africa’®.

We report the first Brazilian case in a
patient from Angola.

This is the second reported case in the
South America, the first being from Chile in a
patient who had lived in Ivory Coast (Africa) for
three years'2.

CASE REPORT

CLINICAL HISTORY

The paticnt was a thirty six-year-old mar-
ried black man from Luanda, who was commu-
nication technician and had worked in the An-

gola cities of Huambo, Benguela, Sao Salvadore
and Uiji.

(1) This investigation was performed at “Departamento de Dermatologia do Hospital das Clinicas da Faculdade de Medicina
da Universidade de Sio Paulo”. Chairman: Prof. Evandro A. Rivitti.
(2) Resident of “Departamento de Dermatologia do Hospital das Clinicas da Faculdade de Medicina da Universidade de

Sio Paulo (HCFMUSP)”

(3) Staff Physician of “Departamento de Dermatologia do HCFMUSP”
(4) Mycologist of “Instituto de Medicina Tropical de Sio Paulo” and of “Departamento de Dermatologia do HCFMUSP”
(5) Associate Professor of “Departamento de Dermatologia do HCFMUSP”
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He first noticed the skin lesion on the right
retroauricular area in early 1985. He sought
treatment in his country without success, and
came to Brazil six months after the appcarance
of the lesion.

DERMATOLOGICAL EXAMINATION

The exam showed either single or grou-
ped papules, nodules and ulcerated lesions in
arciform distribution. The papules ranged
from 3 to 4mm and the nodules from 1 to 1.2cm
in diameter. The papules and nodules were
skin colored and a few of the nodules were
fluctuant. The ulcerated lesions showed puru-
lent base and were covered by red-yellowish
crust. (Fig. 1a.).

Mucosa, bones, joints, lymph nodes, liver,
spleen and lungs showed no lesions.

LABORATORY EXAMINATION

The anti-HIV antibody test by ELISA met-
hod was negative.

RADIOLOGICAL EXAMINATION

Plain X-ray and CAT scan exams did not
reveal involvement of the bone underlying the
skin lesion.

Plain chest X-ray and full body bone survey
showed no abnormalities.

Scintillography of full body and bone only
revealed inflammatory cutaneous lesion on the
right retroauricular area.

Abdominal ultrasonography revealed no
abnormalities of the liver, spleen or the lymph
nodes.

IMMUNOLOGICAL EXAMINATION

A - Serology
Ouchterlony immunodifusion assay for
Paracoccidioidomycosis, Histoplasmosis and
Aspergillosis were negative.
Counterimmunoelectrophoresis and
complement fixation reaction for histoplasmo-
sis were negative.

B - Skin tests

PPD: 13mm
Trichophytin: 7mm
Paracoccidioidin: 6mm
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Sporotrichin: 5mm
Levedurin: negative
Montenegro: negative
Varidase: 18mm
Histoplasmin: 49mm

DIRECT MYCOLOGIC EXAMINATION

The scraping smear of the right retroauri-
cular lesion, cleared with 30% potassium hydro-
xide (KOH), showed oval shaped yecast cells
disposed in chains, ranging from 9 to 15 umin
diameter, with thick wall and narrow-based
budding, characteristic of Histoplasma capsula-
tum var. duboisii (Fig. 1b).

Culture

Part of the material was incubated at room
temperature in Sabouraud-dextrose agar. After
25 days of incubation a slow growing colony
with a fluffy white aspect and brown reverse was
observed. The micromorphology of the colony
placed between a glass slide and a coverslip and
stained with lactophenol-cotton-blue showed
hyaline septate and branched mycelia; 8 to 15

pm macroconidia with thick wall, either
smooth or tuberculate or digitate were seen
within the conidiophores (Fig. 1d).

HISTOPATHOLOGICAL EXAMINATION

H&E and Gomori: A fragment of skin
showing an ulcer covered with fibrinopurulent
exudate. In the upper reticular dermis there is
a marked band-like inflammatory infiltrate
composed of lymphocytes, histiocytes, eosinop-
hils, giant cells of Langhans and foreign body
type forming granulomata.

Within the giant cells and the surrounding
tissue, there are round or oval shaped, birrefrin-
gent organisms disposed in chains which is char-
acteristic of African histoplasmosis (Iig. 1c).

EVOLUTION AND TREATMENT

The patient was treated with Itraconazole
100mg a day for 52 days with a complete regres-
sion of the lesions and without recurrence after
10 months of follow-up.

DISCUSSION

The African histoplasmosis is a rare deep
mycosis with fewer than two hundred cases
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Figure 1 = a) Pap.u!es_, nodules and uleers covered by crust; arciform distribution; b)Parasites in chains, with thick wall, direct
myco{oglc_cxamlnauon, cleared with 30% KOH; c) Yeastlike cells clustered within the reticular dermis. Gomori, Original
magnification X100; d) Numerous tuberculate macroconidia incubated at room temperature. Original magnification X1000.
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reported in the literature'%, To this date, there
are seven reported cases of African histoplas-
mosis in the American continent; three cases
are from USA, one from Canada, two from
Cuba and one from Chile381L121517%.18 - Accor-
ding to ODDO et al.'?, the Argentinean case!®
would have been caused by Histoplasma capsu-
latum var. capsulatum with large and small forms
in the tissue.

All reported cases of African histoplasmo-
sis in the American continent occurred in per-
sons who had either lived or traveled to the
endemic area”811121517.1819 The mode of trans-
mission of the disease remains unkown'®?, The
men are affected three times more often than
the women?,

The definitive diagnosis of African histo-
plasmosis is made by direct mycologic examina-
tion, culture and by histopathological examina-
tion!%20, while the immunological tests (serolo-
gical tests and skin tests) have small diagnostic
value®1,

In the present case, the counter immunoe-
lectrophoresis and the complement fixation
reaction were negative, while the skin tests
showed preservation of cellular immunity, in-
cluding the strongly positive kistoplasmin test.

The Histoplasma capsulatum var. duboisii is
a dimorphic fungus. Usually, the organisms are
abundant in the purulent secretion, abscesses
or in the biopsy of the skin lesions™. The orga-
nisms are predominantly seen within the mul-
tinucleated giant cells of the granulomata, whi-
le the organisms of the capsulatum variant are
present within the histiocytes'2.

Clinically, there are two forms of African
histoplasmosis: the more frequent localized
form and the rarer disseminated form. The
most frequent form of presentation of this
disease is that of a single skin lesion®.

The skin lesions can be very polymorphic:
- superficial cutaneous granulomata - papules
and nodules that ulcerate and/or produce ar-
ciform lesions; infiltrated plaques with eczema-
toid or psoriasiform aspect.

- Subcutaneous granulomata - characterized
by nodules and abscesses.

- Osteomyelitic lesions with secondary involve-
ment of the skin - subcutaneous abscesses,
giant granulomata and fistulas®.

In regard to evolution and treatment, the
localized lesions show periods of remissions
and relapses and may show a spontancous
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cure'®. The disseminated form is serious and
can even be fatal if not treated™,

Scveral therapeutical modalities have
been used:
- Surgical treatment for localized form™.
- Amphotericin B, used alone?+%81 or in asso-
ciation with rifampicin®!! or with clotrimazole*
or with miconazole!, is the drug of choice,
specially in the disseminated form.
- Imidazole derivatives such as clotrimazole,
miconazole and ketoconazole were effica-
Ci0u52,]2,17,]8'
- The Itraconazole was first used by DUPONT
& DROUHET? in a 66-year-old Zaire man who
reccived 100img a day for six and a half months
with cure within two months. In the present

case, the patient was cured with a dose of
100ing a day for 52 days.

RESUMO

Histoplasmose Africana. Relato do primeiro
caso no Brasil e tratado pelo Itraconazol.

Relata-se o primciro caso de histoplas-
mose africana diagnosticado em nosso meio,
em individuo angolano que imigrou para o
Brasil seis meses apds o inicio das lesoes.
Quadro clinico de forma localizada exclusiva-
mente na pele na regiio retro auricular direi-
ta. O diagndstico foi estabelecido através do
exame micolégico direto, cultura e exame
andtomo-patolégico. Houve sucesso terapéu-
tico com a administragao de itraconazol, na
dose dc 100mg/dia durante 52 dias. Nio
houve recidiva do quadro cutineo no segui-
mento clinico do doente apds 10 meses de
interrupgio do tratamento.

REFERENCES

1. BADILLET, G.; NOURY-DUPERRAT, G.; BOUS-
QUET, R.; ELNEKAVE, F.L.; ERNER, J.; BICHARA,
M. & PUISSANT, A. - Histoplasimose a Histoplasma
duboisii. Ann. Derm. Vénér., 112:693-694, 1985.

2. DROUIHET, E. - Les Histoplasmoses, Mycoses d'im-
portation en 1986. Role du Sida. Bull. Soc. frang.
Mycol. méd., 16:29-40, 1987.

3. DUPONT, B. & DROUHET, E. - Early experience with
itraconazole in vitro and in patients: pharmacokinetic
studies and clinical results. Rev. infect. Dis., 9:5-71-S-
76, 1987.



ABRUCIO NETO, L.; TAKAHASHI, M.D.F.; SALEBIAN, A. & CUCE, L.C. - African histoplasmosis. Report of the first case
in Brazil and treatment with Itraconazole. Rev. Inst. Med. trop. S. Paulo, 35(3):295-299, 1993,

10.

11.

12.

GENTILINI, M.; BRUCKER, G.; DANIS, M.; LEBAS,
Js MOGAHED, A. & FELIX, H. - Dix cas d’histoplas-
mose. Aspects cliniques, biologiques et thérapeutiques.
Ann. Méd. interne, 131:209-212, 1980.

KOTLOFF, K.L;; VIAL, P.A,; YOUNG, JW.R. &
SMITH, A.G. - Histoplasma duboisii infection in a
Liberian girl. Pediat. infect. Dis. J., 6:202-205, 1987.

KWON-CHUNG, K]. - Perfect state (Emmonsiclla
capsulatum) of the fungus causing large-forms African
histoplasmosis. Mycologia, 67:980-990, 1975.

LACAZ, C. da S,; PORTO, E. & MARTINS, J.E.C. -
Micologia Médica. Fungos, Actinomicetos e algas de

interesse médico. 8 ed. Sdo Paulo, Sarvier, 1991. p.327-
346,

LOBDELL, D.H.; CAPPIELLO, M.A. & RICCIO, F. -
African Histoplasmosis in Connecticut. Conn. Med.,
46: 187, 1982,

LUCAS, A.O. - Cutancous manifestations of African
Histoplasmosis. Brit. J. Derm., 82:435-447, 1970.

NEGRONI, R. & JONQUEIRES, E.D.L. - Histoplasimo-
sis por histoplasmas de formas grandes (Ilistoplasma
capsulatum var. duboisii). Rev. argent. Micol., 5:16-21,
1982,

NETHERCOTT, J.R.; SCHACHTER, R.K.; GIVAN,
K.F. & RYDER, D.E - Histoplasmosis due to Histoplas-
ma capsulatum var. duboisii in a Canadian immigrant.
Arch. Derm., 114: 595-598, 1978.

ODDO, D.; ETCHART, M. & THOMPSON, L. - Ilis-
toplasmosis duboisii (African Histoplasmosis). An
African case reported from Chile with ultrastructural

study. Path. Res. Pract., 186:514-517, 1990.

13.

15.

16.

17.

18.

19.

PEETERS, P.; DEPRE, G.; RICKAERT, F; CORE-
MANS-PELSENEER, J. & SERRUYS, E. - Disseminated
African Histoplasmosis in a white heterosexual male
patient with the acquired immune deficiency syndro-

me. Mykosen, 30:449453, 1987.

. RIPPON, J.W. - Medical Mycology. The pathogenic

fungi and the pathogenic actinomycetes. Philadelphia,
W.B. Saunders, 1982. p. 380-388.

RODRIGUEZ GONZALEZ, D.P.; VALDES SAN-
CHEZ, AF,; SAVARIEGO, E.J.; BACALLAO, M.G. &
CASTILLO OTERO, E. - Lesiones dseas toracicas en
el curso de la histoplasmosis africana. Rev. cuba. Med.

trop., 34:82-87, 1982.

SCHWARZ, J. - What's new in mycotic bone and joint
discases? Path. Res. Pract., 178:617-634, 1984.

SAN MARTIN MARICHAL, A;; MACOLA OLANO,
S.; GONZALEZ GUTIERREZ, J.C.; SANCHES ZU-
LUETA, E. & CGONZALEZ RIVERA, A. - Tratamiento
exitoso de un caso de histoplasmose africana con Mi-
conazol (Daktarin). Rev. cuba. Med. trop., 38:323-329,
1986.

SHORE, R.N.; WALTERSDORFF, R.L.; EDELSTEIN,
M.V. & TESKE, J.H. - African Histoplasmosis in the
United States. J. Amer. med. Ass., 20:734, 1981.

VANBREUSEGHEM, R. - Reflexions sur I'histoplas-
mose Alricaine et 'histoplasmose Américaine. Myko-

sen, 25:171-177, 1982.

20. WILLIAMS, A.O.; LAWSON, E.A. & LUCAS, A.O. -

Afvican histoplasmosis due to Histoplasma duboisii.
Arch. Path., 92:306-318, 1971.

Recebido para publicagio em 17/09/1992
Aceito para publicagio em 23/12/1992

299



