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INTRODUCTION

Talaromyces (previously known as Penicillium)
species, namely 7. marneffei, are fungal organisms
commonly causing life-threatening infections in
immunocompromised patients, particularly in HIV-
infected individuals. This opportunistic pathogen
usually presents with progressively disseminating
lesions and can include visceral involvement"?;
However, infection in immunocompetent individ-
uals can sometimes occur in endemic areas, such as
Southeast Asia, and usually manifests as isolated skin
involvement.’

Here, we describe a case of disseminated cuta-
neous 7. marneffei infection without visceral
involvement in a previously healthy female.

CASE PRESENTATION

A 51-year-old woman presented with widespread
cutaneous lesions. She had numerous pink and
violaceous ulcerative plaques on the right upper
extremity, ears (Fig 1, A and B), forehead, and upper
chest. Her skin lesions had begun 15 years prior, with
several umbilicated papules on the dorsum of the
right hand (Fig 2, A and B), for which she received
various topical and oral antibacterial and antifungal
agents without response; her skin lesions continued

to gradually spread over the upper extremity. In
addition, she reported an acute exacerbation of her
skin lesions 2 years prior to her current presentation,
occurring 4 weeks after receiving the second dose of
the Sinopharm COVID-19 vaccine. A skin biopsy
from the lesions of the upper extremity showed a
hyperkeratotic epidermis with downward prolifera-
tion of the rete ridges, diffuse inflammatory infiltrate
composed of histiocytes and giant cells forming a
palisading pattern with a small area of necrosis in the
superficial and mid-dermis along with capillary pro-
liferation and mild lymphocytic perivascular infiltra-
tion with occasional eosinophils. Periodic
acid—Schiff staining and Ziehl Neelsen staining
were negative for fungal organisms and acid-fast
bacilli, respectively. The findings were those of
granulomatous inflammation, tuberculoid type.
Because of concern for cutaneous tuberculosis, she
underwent antituberculosis therapy (including isoni-
azid, rifampin, pyrazinamide, and ethambutol) with
reported partial improvement of cutaneous lesions.
Two weeks after the completion of the 6-months of
antituberculosis treatment however, her lesions
started to progress, and new lesions appeared on
the pinnae, forehead, and chest. Hence, she was
referred to our dermatologic clinic for further
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Fig 1. Erythematous, ulcerative plaques located in /left ear (A) and right upper extremity (B)

(before initiating treatment).

A U
Fig 2. Some umbilicated lesions located on shoulder (A) and hand (B). The black arrow shows
one of the umbilcated lesions located on patient’s hand and shoulder.

evaluation. On physical exam, there were pink and
violaceous plaques, some of which were ulcerated
on the right extremity, including the dorsum of the
hand, forearm, and shoulder, along with right
axillary lymph node enlargement. Thus, we per-
formed an ultrasound of the neck, axillae, and
inguinal regions, which revealed right axillary, sub-
mental, and bilateral parotid lymphadenopathy.
Owing to the granulomatous inflammation reported
in the previous histopathologic report, we suspected
sarcoidosis as a potential differential diagnosis;
therefore, a chest x-ray was performed, which
showed bilateral hilar enlargement with no paren-
chymal involvement. Due to this finding, confirma-
tion with chest computed tomography scan was
performed, and was normal. Her laboratory tests

were only significant for an elevated plasma C-
reactive protein level of 100 mg/L, while other tests
including HIV serology, interferon gamma release
assays, rheumatologic tests, and angiotensin I-con-
verting enzyme level were in normal ranges. She
underwent repeat skin biopsy, which showed mul-
tiple granulomas with foci of fibrinoid changes with
focal pseudohyphae and hyphae on periodic
acid—Schiff staining (Fig 3), compatible with deep
mycosis. Polymerase chain reaction for mycobacte-
rium tuberculosis DNA, Ziehl Neelsen staining for
acid-fast bacilli, and Leishman’s stain and culture
were all negative. She was treated with itraconazole,
which led to significant clinical improvement of the
cutaneous lesions (Fig 4, A and B). One month later,
mycological culture of skin biopsy specimen on
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Fig 3. Strings of hyphae on periodic acid—Schiff (PAS) staining X40 (A), multinucleated giant
cells and Langerhans types forming multiple granulomas with foci of fibrinoid change,
hematoxylin & eosin stain (H&E) X10 (B). The black arrow shows one of the umbilcated

lesions located on patient’s hand and shoulder.

Fig 4. Lesions at mentioned locations about 3 months after treatment ((A): left ear, (B): right
upper extremity).

Sabouraud’s agar medium showed 7. marneffei
growth. The treatment continued for 7 months, and
currently the lesions have improved.

DISCUSSION

T. marneffei (penicillium) is an emerging dimor-
phic pathogenic fungus, which can cause severe and
disseminated infections especially in immune defi-
cient patients. Localized and mild forms of the
disease can occur in immunocompetent individuals.
This opportunistic infection is geographically

endemic in southern China and Southeast Asia. The
systemic infection usually is acquired through inha-
lation of the fungal spores; however, isolated cuta-
neous involvement may occur after trauma, as cases
have been reported following gardening or in
farmers."’

Papules with central necrotic umbilication, which
resemble molluscum contagiosum lesions, comprise
the classic cutaneous manifestation of talaromyco-
sis.” Skin can be involved as an isolated presentation
or be a feature of disseminated infection. The latter
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can be manifested as cutaneous lesions most
commonly on the face, upper trunk, pinnae, and
arms along with involvement of the lungs, liver,
spleen, liver, bone marrow, and lymph node.’
Localized infection is defined as involvement of a
single organ, which is a rare occurrence.” In our case,
lymphadenopathy was observed along with wide-
spread skin involvement, consistent with dissemi-
nated infection.

Clinical manifestations of talaromycosis are pri-
marily consistent among all HIV-positive patients.”'"
The skin lesions of HIV-positive patients mainly
consist of ulcerated papules’ and umbilicated le-
sions.” However, the presentation can vary in non-
HIV patients with different morphologies."'
According to a study by He et al, nodules and
subcutaneous abscesses comprise a higher propor-
tion of skin lesions in non-HIV patients.” Another
study by Chan et al reported that umbilicated lesions
rarely occur in non-HIV patients.’

Diagnosis of talaromycosis is challenging since it
is often misdiagnosed as tuberculosis, cryptococ-
cosis, or histoplasmosis in endemic areas.'” Our
patient had also been misdiagnosed as having
cutaneous tuberculosis for which she received anti-
tuberculosis treatment. Although she reported a
partial response after the treatment, she was referred
due to progression of the lesions. According to a
study by Pan et al, prolonged treatment with
antituberculosis agents can lead to widespread
talaromyces infection.'” Other differential diagnoses
of cutaneous talaromycosis include discoid lupus
erythematosus, sarcoidosis, leishmaniasis, leprosy,
mycosis fungoides, and mucinosis."* Almost all of
these differential diagnoses were excluded with
paraclinical workup.

Biopsy and fungal direct smear and cultures of
skin lesions are the diagnostic method of choice for
fungal  infections including talaromycosis.
Demonstration of oval or elongated yeast-like
organisms with central septum under Grocott
methenamine silver stain is characteristic for
T. marneffei. In addition, mycelial colonies of
T. marneffei have typical flat green surfaces with
red pigment in culture growth.'”'® Direct identifi-
cation of fungal DNA in skin biopsy specimen by
molecular methods such as polymerase chain reac-
tion can be useful.

Early detection and treatment is the key element
in improving the outcome of fungal infections
including talaromycosis. Systemic amphotericin B is
the most effective therapeutic choice for severe and
disseminated talaromycosis; however, oral agents
like itraconazole and fluconazole can be considered
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for less severe cases and isolated cutaneous
involvement.'’

The occurrence of skin fungal infection has
been previously reported following SARS-CoV-2
vaccination. The underlying mechanism could be
COVID vaccine-induced increased proinflammatory
cytokines, which leads to elevated serum ferritin
levels, and provides a suitable environment for
fungal growth.'”

In summary, we report a rare case of cutaneous
talaromyces infection in an immunocompetent indi-
vidual, where cutaneous findings also worsened
following antituberculoid therapy and SARS-CoV-2
vaccination.

Conflicts of interest
None declared.

REFERENCES
1. Ustianowski AP, Sieu TPM, Day JN. Penicillium marneffei
infection in HIV. Curr Opin Infect Dis. 2008;21(1):31-36. https:
//doi.org/10.1097/QC0O.0b013e3282f406ae
2. Ranjana KH, Priyokumar K, Singh TJ, et al. Disseminated
Penicillium marneffecei infection among HIV-infected pa-
tients in Manipur state, India. J Infect. 2002;45(4):268-271.
https://doi.org/10.1053/jinf.2002.1062
3. Chan JFW, Lau SKP, Yuen KY, Woo PCY. Talaromyces (Penicillium)
marneffei infection in non-HIV-infected patients. Emerg Microbes
Infect. 2016;5(3):19. https://doi.org/10.1038/emi.2016.18
4. Hu Y, Zhang J, Li X, et al. Penicillium marneffei infection: an
emerging disease in mainland China. Mycopathologia. 2013;
175(1-2):57-67. https://doi.org/10.1007/s11046-012-9577-0
5. Duong TA. Infection due to Penicillium marneffei, an emerging
pathogen: review of 155 reported cases. Clin Infect Dis. 1996;
23(1):125-130. https://doi.org/10.1093/clinids/23.1.125
6. Antinori S. Molluscum or a mimic? Add Penicillium marneffei.
Am J Med. 2007;120(11):2006-2007. https://doi.org/10.1016/
j-amjmed.2006.12.006
7. Yang YS, Chang FY, Wang NC. A rare skin presentation of
Penicillium marneffei infection in an AIDS patient. Int J STD AIDS.
2012;23(1):64-65. https://doi.org/10.1258/ijsa.2009.009118
8. Yang H, Liu M, Xu N, et al. Disseminated Talaromyces marneffei
infection associated with haemophagocytic syndrome in an
HIV-negative patientin northern China: a case report. BMC Infect
Dis. 2024;24(1):1-6. https://doi.org/10.1186/512879-023-08953-y
9. He L, Mei X, Lu S, et al. Talaromyces marneffei infection in
non—HIV-infected patients in mainland China. Mycoses. 2021;
64(10):1170-1176. https://doi.org/10.1111/myc.13295
10. Wang F, Han RH, Chen S. An overlooked and underrated
endemic mycosis—Talaromycosis and the pathogenic fungus
Talaromyces marneffei. Clin  Microbiol Rev. 2023;36(1):
€0005122. https://doi.org/10.1128/cmr.00051-22
11. Wei W, He X, Bao X, et al. Application of deep learning
algorithm in the recognition of cryptococcosis and talaromy-
cosis skin lesions. Mycoses. 2023;66(8):671-679. https:
//doi.org/10.1111/myc.13598
12. Mens H, Haojlyng N, Arendrup MC. Disseminated Penicillium
marneffei sepsis in a HIV-positive Thai woman in Denmark.
Scand J Infect Dis. 2004;36(6-7):507-509. https://doi.org/10.
1080/00365540410020488


https://doi.org/10.1097/QCO.0b013e3282f406ae
https://doi.org/10.1097/QCO.0b013e3282f406ae
https://doi.org/10.1053/jinf.2002.1062
https://doi.org/10.1038/emi.2016.18
https://doi.org/10.1007/s11046-012-9577-0
https://doi.org/10.1093/clinids/23.1.125
https://doi.org/10.1016/j.amjmed.2006.12.006
https://doi.org/10.1016/j.amjmed.2006.12.006
https://doi.org/10.1258/ijsa.2009.009118
https://doi.org/10.1186/s12879-023-08953-y
https://doi.org/10.1111/myc.13295
https://doi.org/10.1128/cmr.00051-22
https://doi.org/10.1111/myc.13598
https://doi.org/10.1111/myc.13598
https://doi.org/10.1080/00365540410020488
https://doi.org/10.1080/00365540410020488

JAAD CASE REPORTS
Vorume 50

13.

14.

15.

16.

Pan M, Fang G, Zheng F, et al. Clinical characteristics
of tracheobronchial Talaromyces marneffei infection in
non-HIV-infected patients in South China. Ann Med. 2023;
55(2). https://doi.org/10.1080/07853890.2023.2276310
Nguyen K, Taylor S, Wanger A, Ali A, Rapini RP. A case of
Penicillium marneffei in a US hospital. J/ Am Acad Dermatol.
2006;54(4):730-732.

Uehara M, Sano A, Yarita K, et al. Penicillium marneffei isolated
from a Thai AIDS patient with Fungemia. Japanese J Med
Mycol. 2008;49(3):205-209.

Chandler JM, Treece ER, Trenary HR, et al. Protein profiling of
the dimorphic, pathogenic fungus, Penicillium marneffei.

Aryanian et al 101

Proteome Sci. 2008;6:1-18. https://doi.org/10.1186/1477-59
56-6-17

. Cao C, Liu W, Li R, Wan Z, Qiao J. In vitro interactions of

micafungin with amphotericin B, itraconazole or fluconazole
against the pathogenic phase of Penicillium marneffei. J
Antimicrob Chemother. 2009;63(2):340-342. https://doi.org/10.
1093/jac/dkn494

. Norimatsu Y, Norimatsu Y. A severe case of Trichophyton

rubrum-caused dermatomycosis exacerbated after COVID-19
vaccination that had to be differentiated from pustular pso-
riasis. Med Mycol Case Rep. 2022;36:19-22. https://doi.org/10.
1016/j.mmcr.2022.03.001


https://doi.org/10.1080/07853890.2023.2276310
http://refhub.elsevier.com/S2352-5126(24)00210-8/sref14
http://refhub.elsevier.com/S2352-5126(24)00210-8/sref14
http://refhub.elsevier.com/S2352-5126(24)00210-8/sref14
http://refhub.elsevier.com/S2352-5126(24)00210-8/sref15
http://refhub.elsevier.com/S2352-5126(24)00210-8/sref15
http://refhub.elsevier.com/S2352-5126(24)00210-8/sref15
https://doi.org/10.1186/1477-5956-6-17
https://doi.org/10.1186/1477-5956-6-17
https://doi.org/10.1093/jac/dkn494
https://doi.org/10.1093/jac/dkn494
https://doi.org/10.1016/j.mmcr.2022.03.001
https://doi.org/10.1016/j.mmcr.2022.03.001

	Generalized cutaneous talaromycosis (Penicilliosis) in an immunocompetent individual
	Introduction
	Case presentation
	Discussion
	Conflicts of interest
	References


