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ABSTRACT

Talaromycosis is a systemic mycosis caused by Talaromyces marneffei. It mostly occurs as an opportunistic infection
in patients with human immunodeficiency virus (HIV). In India, its endemic in Manipur. We report 3 cases of
disseminated talaromycosis with skin eruptions in HIV sero-positive patients from Manipur.
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INTRODUCTION

Talaromycosis (aka Penicilliosis) is a systemic mycosis
caused by Talaromyces marneffei (earlier - Penicillium
marneffei), predominantly in immunocompromised
patients. There is a strong association with AIDS. It ranks
third in opportunistic infections behind tuberculosis and
cryptococcosis in patients with acquired
immunodeficiency syndrome (AIDS).:® The disease is
endemic in several regions of Southeast Asia including
Thailand, Malaysia, South China, Indonesia and Vietnam.
In India, it is endemic in Manipur state in Northeast India
as evidenced by reports of numerous autochthonous cases
from this state.*® A few imported cases of T.marneffei
infection have been reported from non-endemic areas of
India.*® A lot is still unknown about the natural reservoir
and route of transmission of T.marneffei. Human and
bamboo rats are the only known animal hosts of T.
marneffei.

CASE REPORT
Case 1

A 44 year old male, farmer from Manipur presented with
multiple asymptomatic papules on face and trunk since 1

week with history of fever, cough, loose stools, loss of
appetite, weight loss for past 2 months. The patient was
known to be HIV seropositive and was on antiretroviral
therapy (ART) for past 1 month. Skin lesions started 15
days after initiation of ART drugs (tenofovir, efavirenz,
lamivudine (TEL)). Lesions started on forehead and
progressed to involve whole face, trunk and bilateral
upper extremities. There were no oro-genital lesions. On
cutaneous examination multiple skin coloured flat
topped, umbilicated and dome shaped papules, plaques
and few nodules with umbilication and cental
hemorrhagic crusts distributed over face, neck, bilateral
pinna, trunk, bilateral upper limbs noted (Figure 1).
Systemic examination was normal. Differential diagnosis
of histoplasmosis, secondary syphilis, cryptococcosis and
penicilliosis was considered.

Laboratory investigations revealed Hb 8 gm%, plt
90,000/mm?3, ESR- 110 mm/ 1% hr. HIV seropositive and
absolute CD4 cell count 13 cells/ microlitre. Mantoux
test, HBsAg, HCV Ab, VDRL, scrub typhus, typhoid test
were negative. Chest X-ray was also normal. Skin biopsy
revealed orthokeratotic epidermis, foamy histiocytes with
scattered lymphocytes and plasma cells in dermis,
numerous Yyeast forms of fungus displaying binary
fission, morphologically resembling T.marneffei (Figure
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2). On KOH fungal elements were seen, lactophenol
cotton blue (LCB) preparation showed metulae bearing
brush like conidiophores suggestive of penicillium spp
(Figure 3), fungal culture revealed growth of penicillium
species after 3 weeks of incubation as a mold with red
diffusible pigment (Figure 4). On the basis of clinical,
histopathological and mycological findings, a diagnosis
of Talaromycosis was established. The patient was
treated with oral antifungal, itraconazole 400 mg/day, and
he showed improvement in skin lesions after 4 weeks of
treatment, however he was lost to follow up thereafter.

Figure 1: Multiple erythematous to skin coloured
papules with umbilication and hemorrhagic crusts
(few) (A) over face, (B) trunk.

Case 2

A 26 year old male student presented with generalised
weakness and asymptomatic skin lesions over face since
1 month. Patient is a k/c/o HIV seropositive and is on 1st
line ART (TLE) for past 6 years. On cutaneous
examination multiple discrete skin coloured to
hypopigmented papules, few of them with umbilication
and central crusting on face and upper extremities were
noted (Figure 5A). Systemic examination was normal.

Figure 2: Histopathology: numerous yeast forms of
fungus displaying binary fission, morphologically
resembling T.marneffei (H & E, 40X).

Laboratory investigations revealed pancytopenia, ESR of
120 mm/ 1% hr, deranged liver enzymes with absolute

CD4 count of 46 cells/microlitre. On Skin biopsy, dermis
showed numerous yeast form of fungus, both
extracellular and intracellular, few of which seen dividing
by binary fission, morphologically resembling
T.marneffei. KOH and fungal culture was diagnostic of
penicillium species. Patient was treated with Inj.
Amphotericin B 50 mg for 2 weeks followed by tab.
Itraconazole 400 mg/ day for 3 months followed by tab.
Itraconazole 200 mg/ day till CD4 count >350
cells/microlitre. Patient showed significant improvement
in skin lesions after 3 weeks of treatment, and complete
resolution in 6 weeks, lost to follow up thereafter.

Case 3

A 39 year old male patient presented with fever for past 1
month and itchy skin lesions over face, neck and upper
extremities for past 1 week. He is HIV seropositive with
pulmonary tuberculosis and is on highly active
antiretroviral therapy (HAART) and antitubercular drug
(ATD) for past 1 month. On examination multiple
discrete skin coloured papules and nodules with
umbilication and central crusts on face, neck and bilateral
upper extremities were noted. No oro-genital lesions
(Figure 5B). Systemic examination was normal.

Figure 3: LCB preparation: metulae bearing brush
like conidiophores.

Figure 4: Fungal culture: growth of penicillium
species as mold with red diffusible pigment after 3
weeks of incubation.
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Laboratory investigations showed Hb 7 gm%, ESR- 100
mm/ 1%t hr, absolute CD4 cell count of 74 cells/
microlitre, rest of them were within normal limits. Skin
biopsy showed similar picture as above two patients,
suggestive of penicillium spp. KOH and Fungal culture
were diagnostic of penicillium marneffei. Patient was
initiated treatment with itraconazole 400 mg/ day, but
was lost to follow up thereafter.

Figure 5: Multiple skin coloured umbilicated papules
on face (A) case 2, (B) case 3.

DISCUSSION

Talaromycosis is the 3 most common opportunistic
infection in HIV infected patients in endemic areas. In
India, disseminated talaromycosis has been reported
among HIV- infected patients in Manipur and Assam.
Though natural infections can occur in bamboo rats, no
evidence of direct transmission to humans were seen. It is
rare in children and affects both the sexes equally.

T. marneffei can cause focal or disseminated infection.
Our patients suffered from disseminated infection. Other
authors also reported similar typical talaromycosis
infection in their study.*® The incubation period varies
from a few weeks to many years. The common symptoms
are fever of unknown origin, cough, chest pain, weight
loss, lymphadenopathy. Signs of dissemination are
anemia, multiple skin papules and hepatosplenomegaly.
The skin lesions are usually present in 50% of cases, as
small papules/nodules with central umbilication and
crusts/ ulcers. Common sites are face, upper trunk,
pinnae, arms. These skin eruptions may be confused with
molluscum contagiosum, histoplasmosis and cryptoco-
ccosis. Rarely patient may present with lung abscess,
fungaemia, diarrhea, necrotic nodules, osteomyelitis,
leukocytosis, genital ulcers, pericarditis also. Most of the
patients show absolute CD4 count less than 100/ul.
Complications include dissemination to other sites and
fungaemia and if it is left untreated, the infection is
fatal.1°

The diagnosis of talaromycosis may be suspected or
made through examination of cytology or biopsy
specimens. Specimens for investigation can be collected
as skin scraping, bone marrow aspirate, lymph node,

blood, sputum. Skin biopsy shows intracellular &
extracellular basophilic elliptical yeast-like organism
with central septation. Fungal culture is the gold standard
investigation, as displayed by green or greyish mold with
red diffusible pigment at 26°C and as dry, yeast-like
colonies at 37°C. Microscopically, the mold form is
typical of other Penicillium species with hyaline septated
hyphae and fruiting structures composing of branching
metulae and phialides which produce spherical conidia in
chains.

The fungus is sensitive to amphotericin B, itraconazole,
and ketoconazole. The current recommended treatment
regimen is to give amphotericin B 0.6 mg/kg/day for 2
weeks followed by itraconazole 400 mg/day orally in two
divided doses for the next 12 weeks. After initial
treatment the patient should be given itraconazole 200
mg/day, as secondary prophylaxis for life, if HAART
cannot be offered.**

CONCLUSION

As T. marneffei is an emerging pathogen, a high index of
suspicion is required in areas which have geographical
proximity to Southeast Asia, North-Eastern India and
Bangladesh. Penicilliosis requires further in-depth study
with respect to its global distribution, natural history,
pathogenesis and the impact of antiretroviral therapy. The
mortality rate of untreated penicilliosis is 100%.*2 Any
delay in the initiation of antifungal therapy is associated
with poor outcome, whereas the therapeutic response is
good with early institution of treatment.
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