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ACTION OF MICONAZOLE IN HISTOPLASMOSIS 

Ricardo NEGRONI and Maria de los Angeles TUCULET 

SUMMARY 

The results obtained in 11 patients with chronic progressive forms of his
toplasmosis are presented, the patients being treated with 3 g of miconazole 
per day by the oral route. The patients were all men. 10 Presented with mucosa! 
1'esions, 6 with pulmonary lesions, 2 with cutaneous, and in 5 cases the lesions 
were located elsewhere (adenomegaly, hepatosplenomegaly, and adrenal insuffi
ciency). A clinicai cure was obtained in 6 cases (54%), a marked improvement 
in 2 (18%), the treatment failed in 2 patients, and in one patient the results 
could not be evaluated because the treatment had to be suspended because of 
uncontrollable diarrhoea. With the exception of the Iater there were no side 
effects that could be attributed to the treatment. In our opinion, miconazole, 
a second-line drug, should be used in those cases where for various reasons 
sulphonamides or amphotJericin B cannot be employed. 

INTRODUCTION 

Sulphonamide therapy has been used in 
Argentina in the treatment of histoplasmosis 
since the mid-1940's. Studies carried out re
cently 9, 11 have shown that the modem 
slowl:y-eliminated sulphonamides and the asso
ciation of sulphamethoxazole with trimetho
priam achieve a clinica! and serological cur,e 
in the majority of patients. suffering from 
this disease. Amphotericin B has also been 
used in our countl'.Y, but to a smaller extent 
because of its toxicity, awkwardness of admi
nistration, and very high cost, being reserved 
mainl:y for patients. allergic or resistant to 
sulphonamides 5. For these reasons we con
sider it interesting to test new drugs that 
might replace sulphonamides under such cir
cumstances as described and which wou'd at 
the sarne time present fewer problems of to
xicity and administration. 

According to in-vitro studies, Histoplasma 
capsulatum is inhibited by miconazole at lie
vels of 0.1-1 µg/ml culture medium6,12, which 
places this fungus among those with the hi
ghest miconazole sensitivity. The excellent re
sults obtained with miconazole in the treat
ment of paracoccidioidomycosis 7.10 encoura-

ged us to test its therapeutic action in his
toplasmosis. 

MATERIAL AND METHODS 

11 Patients were treated, ali male adults, 
whose clinica! data are given in Table I. 

The diagnosis of histoplasmosis was ba
sed on the detection of Histoplasma capsula
tum in biopsies of cutaneous-mucosal les1ons 
in 10 cases and by a study of the sputum in 
1 case. The samples were subjected to both 
mycological and histopathological tests. 

We also carried out agar gel immunodif
fusion tests and complement-fixation tests 
every 2 months from the start of the treat
ment. In these tests we used in H. capsula
tum antigen prepared in accordance with the 
technique proposed by one of our group 4,8 

and following the method recommended by 
the Pan-American Health Organization 2,3, 

The complement-fixation tests were posi
tive in 10 out of the 11 patients, with titres 
va11ying between 1/8 and 1/1024; the immuno
diffusion tests were positive in 9 out of the 
11 patients. 
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TABLE I 

Clinica} data on patients with histoplasmosis treated with miconazole 

Place of origin Occupation Localization Period of Case Initials Age 
No. Mucosa! cutaneous pulmonary Others evolution 

1 J.F. 57 Bs. As. prov. 
2 c.s. 54 Entre Rios soldier 
3 J.S. 72 Bs. As. prov. fruem worker 
4 C.L. 52 Bs. As. prov. _policeman 

5 J.M. 48 Bs. As. prov. clerk 
6 C.P. 44 Bs. As. prov. clerk 

7 A.C. 62 Bs. As. prov. clerk 
B A.S. 43 .Cap. Fed. dyer 

9 A.K. 70 Misiones businessman 
10 J.B. 34 Bs. As. prov. farmer 
11 G.C. 42 Bs. As. prov. doctor 

+ yes 
no 

Skin tests were carried out using histo
plasmin L 48 (from the Mycology Centre of 
the Faculty of Medicine o-f Buenos Aires) di
luted 1/100; these reactions were carried out 
simultaneously with the serological tests. The 
initial intradermal reactions w-ere negative in 
5 patients and positive in 6. 

The following additional examinations 
were carried out every 30 days: ESR, blood 
picture, proteinogram, uraemia, creatininae
mia, glycaemia, hepatogra.m, complete urine 
analysis, and chest X-ray. 

Miconazole was administered orally in a 
dose of 3 g/day until a clinicai cure had been 
obtained, the maintenance dose being 1. 5 g 
for 6-12 months. The intravenous route was 
used in only one patient (J. F., case No. 1), 

the dose beíng 600 mg/day fo-r 9 days. 

The results of the treatment were elas.si.: · 
fied as f.ollows: a) very good, i.e. a clinicai 

+ 
+ 
+ 
+ 

+ 
+ 

+ 

+ 
+ 
+ 

+ suprarenal 2 years 

+ 3 months. 
34 years 

ganglions 11 years 
hepatomegaly 

+ 9 months 
ganglions 6 months 
hepatomegaly 

+ 3 months 

+ ganglions 2 years 
splenomegaly 

+ ganglions 3 months 

+ + 5 months 
5 months 

cure and no relapse for over 6 months; b) 
good, a clinical cure but follow-up examina
tions not continued for long enough, e) fair, 
a clinica! improvement; d) poor, treatment 
failed, and e) result could not be evaluated 
du-e to intolerance resulting in suspension of 
the treatment before active levels could be 
obtained. 

Two of the patients had previously recei
ved specific treatment; one with sulphonami
des and the sulphamethoxazole-trimethoprim 
association and the other with amphotericin 
B; both had suffered relapses and the dis
ease was active at the start of the miconazole 
treatment. 

RESULTS 

Table II shows the results of treatment 
with miconazole, the values shown being ob
tained at the last clinica! and laboratory exa
mination done for e:;i..ch patient. 

TABLE II 

Case Initial treatment 
No. 

1 month 
2 1 month 
3 2 months 
4 3 months 
5 1 month 
6 2 1/2 months 
7 2 months 
8 3 months 
9 16 days 

10 3 montbs 
11 1 1/2 months 

Results of treatrnent with miconazole in patients with histoplasmosis 

Maintenance treatment 

nane 
nane 
7 months 
none 
nane 
9 months 
l year 
none 

Duration of follow-up 

month 
1 year 
3 months 

1 year 
1 year 
3 months 

3 months 
1 1/2 months 

Side effects 

diarrhoea 

Results 

poor 
good 
very good 
good 
not 

very 
very 
fair 
poor 
fair 
good 

assessable 
good 
good 
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!.ltiO·lG.'>. um. 

Thc scroJoglcat studies show no varlations 
a llowing thc cs tablishment of a correlation 
wlth tbe clinicai evolutlon: i t shouid bc poln
ted out. however. tbat serologlcal negatlvlty 
was achleved ln 1 case and in 2 patlents the 
titre decreased. 

The skln tests wlth 1/100-dilui.ed histo
p!asmin werc positive in 2 of the 5 h istoplas.
mjn negative patients, as a result or tr:cat,. 
ment with miconazole. and in another 3 there 
was a strong lncrease in hypersensltlvlty. 

The initial ESR was greater than 20 mm 
ln lhe Hrst hour in 7 patients. and in 4 there 
was a marked decrease. to less t.han half. arter 
the treatment. 

Study of t.he protei11ogram showed y-glo
bulln leveis grcatcr than 1.30 g-% ln 6 pa
Uents. tater examinations showlng varlations 
that could not be relate<! wltb the clinlcal 
cvo'ution. 

Five of the 6 paUents with pulmonary ra• 
diological leslons showed markcd lmprovement 
at subsequent cxaminations. 

7 

f'lg. 3 - r rellmlnary CS\•ítftr)' Jeslon. Pai iml No. 8 

PI~. <l The sarne case alter M1cona201e 

DlSCUSSlON 

With the therapeuUc sch eme used we 
obtaincd 6 clinicai cures /54% l; these results 
were assesscd as good or very good. T wo pa
tlents presented marked clinicai improvement 
118'k ). ln 2 the treatment failed '18% 1, and 

ln the remalnlng patient the treatrnent had 
to be suspended owlng to uncontrollable 
dlarrboea. Thc tolerance to the drug was ex
cellent and only 1 patlent with diar rhoea 
had to abandon thc treatmen t. 

l n the cases which evolved tavourably the 
clinica! lmprovement wa:; observed atter 1 
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month ar more of treatment, more slowly 
than that in patient treated with sulphona
mides ar amphotericin B ._ 

Of the patients whose results have been 
assessed as fair, one presented with cavitary 
histoplasmosis of the lung that had been evol
ving for 2 years (case No. 8), and had been 
wrongly treated with tuberculostatics; there 
was a marked clinica.1 and radiological im
provement as a result of the treatment with 
miconazole, without achieving closure of the 
cavity; the treatment is continued. Patient 
No. 10 was a chronic alcoholic with very ex
tensive mucosal-cutaneous lesions; this pa
tient showed a slow clinicai and histopatho
Iogical improvement whlch necessitated suJ)
plementation of the original treatment with 
1 g/da;y of sulphadimethoxin and with leva
misole in a dose of 3 tal>lets per day three 
days a week. ln this way a clinicai cur,e was 
à.chieved in onty 20 days. 

The two patients in whom miconazole fai
led presented the following c~inical data: Ca
se No. 1 was a patient rwho suff•ered frnm chro
nic renal insufficiency, with grave dissemi
na ted histoplasmosis tha t had been evol ving 
for 2 years; this patient had been treated 
with sufficient doses. of sulphamethoxazole
trimethoprim and had suffered a relapse with 
adrenal insufficiency. A clinica! cure was 
achieved with 3200 mg of sulphamethoxazole 
and 640 mg of trimethoprim per day; simul
taneously he received adrenal cortex extract 
and levamisole, and the renal insufficiency 
was treated. Case No. 9 was a patient with 
lesions of the sik.in and ·of the oral and la
ryngeal mucosa, whb aft_er an apparent ini
tial improvemen t experienced a sharp aggra
vation of the Iesions, necessitating a change 
in treatment. This patient wa.s treated with 
amphotericin B, after which a favourable 
evolution was observed; for maintenance 
therapy sulphamethoxazole-trimethoprim was 
indicated. 

Even though the efficacy of miconazole 
in histoplasmosis is difficult to evaluate be
cause_ of the :rielatively small number of pa
tients ana~ysed here, we have the impression 
that the therapeutic results are inferior to 
those -obtained with sulphonamides and am
photericin B. ln any event, having achieved 
54% of clinicai .cures, we presume that by 
modif:ying the rmite of administration or in-
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creasing the do-se the results could be impro
ved. We consider that it would be us.eful to 
carry out tests with miconazoLe by the intra
venous route, since thi.s drug is known to 
hav,e only alight adsorption by the digestive 
route 12. 

Over-all, miconazole must be considered 
a second-line drug in the treatment of histo
plasm-osis. lts US"' would be indicated in tho
se patients in whom sulphonam.ides or am
photericin B cannot be used. 

RESUMEN 

Accio:n. dei miconazol en la histoplasmosis 

Se presentan los r,esultados obtenidos en 
11 pacientes con formas crónicas progresivas 
de histoplasmosis, tratad-os con 3 gramas, dia
rios de Miconazol por via oral. Los enfermos 
eran todos adulitos dei sexo màsculino, 10 de 
ellos presentaron lesiones mucosas, 6 pulmo
nares, 2 cutáneas y en 5 casos se comprobaron 
otras localizaciones (adenomegalias, hepato
esplenomegalias e insuficiencia suprarrenal). 
Se obtuvo la curación clínica en 6 casos (54%), 
se obs-ervaron mejorías importantes en 2 
(18%), en 2 pacientes el tratamiento fracasõ 
y en 1 no puda evaluarse e1 resultado debido 
a que la medicación debió s.er interrumpida 
por presentar diarrea. incontrolable. Salvo en 
estie ú1timo paciente no se observaron efectos 
colaterales atribuibles al tratamiento. 

Se considera al Miconazol, como una dro
ga de segunda línea sólo empleable en los ca
sos que por diversas razones no puedan ser 
tratados con sulfamidas -o Anfotericina B. 
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