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Reverse masquerade syndrome: 
Fungal adnexal infection mimicking 
carcinoma in a HIV‑positive patient

Bipasha Mukherjee, Raka Chatterjee,  
Jyotirmay Biswas1

A known HIV‑positive male patient presented with a rapidly 
progressive ulcerative lesion involving the conjunctiva, lids, 
and anterior orbit along with a decrease in vision in the right 
eye. He was on anti retro‑viral and anti‑tubercular therapy. In 
view of the clinical features, our provisional clinical diagnosis 
was a malignant lesion of the eyelid with orbital involvement, 
possibly squamous cell carcinoma. However, incisional biopsy 
revealed absence of malignant cells. On Gomori Methenamine 
Silver staining, plenty of fungal filaments were seen, which was 
confirmed by culture as Candida albicans. Hence, it turned out to 
be a case of fungal adnexal infection mimicking carcinoma in 
a HIV‑positive patient. The patient responded well to systemic 
anti‑fungals.
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Fungal infections of the lid and orbit may resemble ocular 
inflammation and neoplasia. However, to the best of our 
knowledge, a periocular Candida infection presenting as a 
rapidly progressive eyelid lesion mimicking a malignant 
neoplasm in an HIV‑positive patient has hitherto not been 
reported.

Case Report
A known HIV‑positive, 48‑year‑old male patient on Highly 
Active Anti Retroviral (HAART) therapy for the last 4 months 
and anti‑tubercular therapy  (ATT) since the last 3 months, 
presented with a painless, rapidly progressive ulcerated 
lesion involving the conjunctiva, lids, and anterior orbit of 
the right eye for past 3 weeks. According to the patient, the 
lesion started as a small boil over the right upper lid, which 
rapidly increased in size. Then, he developed a swelling over 

the medial canthal area. Both the lesions bled to touch. The 
patient gave history of decrease in vision in the right eye over 
the last 10 days. Best corrected visual acuity in the right eye 
was perception of light with inaccurate projection of rays 
and that of the left eye was 6/6; N6  (Snellen). The anterior 
segment examination of the left eye was within normal limits. 
Fundus examination of left eye revealed cotton‑wool‑spots 
and flame‑shaped hemorrhages in the periphery suggestive 
of AIDS‑related retinal microvasculopthy.[1] The right 
eye conjunctiva was congested with a sloughed‑out area 
measuring 1  ×  0.5  cm with underlying scleral thinning. 
The cornea showed an epithelial defect and thinning with 
extensive keratinization. The upper lid showed a 2.5 × 1 cm 
full‑thickness defect with an overlying black eschar and a 
medial canthal ulcerative lesion [Fig. 1]. Ultrasound B scan 
of the right eye was within normal limits. Routine blood 
investigations were within normal limits, except mild decrease 
in hemoglobin levels (8.6 mgm/dl). Erythrocyte Sedimentation 
Rate was raised to 128  mm/h. CD4 lymphocyte count was 
100 cells/µl and viral load of 101 copies of RNA/ml.

Magnetic resonance imaging (MRI) revealed a soft tissue 
lesion in the right supero‑medial extra‑conal space associated 
with thickening of extra‑ocular muscles [Fig. 2a]. Considering 
the above findings in this immuno‑compromised patient, the 
differential diagnoses were squamous cell carcinoma of the lid 
with extension into the orbit and zygomycosis. The patient was 
accordingly taken up for incisional biopsy of the periocular 
lesion for definitive histopathological diagnosis. Surprisingly, 
no malignant cells were found in the biopsy specimen. 
Gomori methenamine silver stain  (GMS) staining showed 
plenty of fungal filaments [Fig. 3a]. Part of the specimen was 
also sent for microbiological analysis that showed presence 
of numerous budding yeast cells on KOH/Calcofluor‑white 
stain [Fig. 3b]. Culture confirmed it as Candida albicans. The 
patient was started on IV fluconazole 600 mg once daily for 
14 days after discussion with an infectious disease specialist. 
Topical antibiotic drops and lubricants were continued. 
HAART therapy and ATT were continued.

On his next follow‑up visit, the patient had responded 
significantly to this therapy. The lid defect had healed. 
There were symblepharon and lagophthalmos of 7  mm. 
Cornea was opaque and keratinized  [Fig.  4]. Temporary 
tarsorrhaphy was performed, and he was advised to 
undergo symblepharon release with amniotic membrane 
transplantation with full thickness skin graft of right upper 
lid. Repeat MRI  revealed  significant resolution of the 
lesion [Fig. 2b].

Discussion
Acquired immunodeficiency syndrome  (AIDS) is a 
potentially lethal multisystem disorder caused by human 
immunodeficiency virus  (HIV) that infects T‑lymphocytes 
resulting in profound immunodeficiency leading to 
opportunistic infections and neoplasms.[2] Ocular lesions 
can occur in 70% of cases; whereas, ocular adnexal 
complications, seen in 25% of cases, can be a sign of severe 
immunodeficiency.[3]

Various opportunistic infections that occur in eye and its 
adnexa in HIV‑positive patients are bacterial (Staphylococcus 
sp.), viral (Molluscum contagiosum, HZV), and fungal (Aspergillus 
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Figure 1: Full thickness eyelid defect with overlying black eschar; 
Necrotic lesions in upper lid and medial canthus

Figure 2: (a) Magnetic resonance imaging: Soft tissue lesion in the 
supero‑medial extraconal orbit  (Pre‑treatment), (b) Post‑treatment 
showing resolution of the lesion
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Figure 3: (a) KOH staining of the biopsy specimen (×100), (b) Calcofluor 
staining: Budding round to oval structures measuring 2-3  µ 
morphologically resembling Candida sp. (×100)
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Figure 4: Post‑treatment clinical photograph showing complete healing 
of the lesions

spp., Mucor spp., Rhizopus spp., Candida spp.). The common 
neoplastic lesions occurring in Indian subcontinent are basal 
cell carcinoma, squamous cell carcinoma, and Non‑Hodgkins 
lymphoma. HIV infection is associated with increased risk for 
eye lid and conjunctival squamous cell carcinoma. A total of 
5–10% of all cutaneous squamous cell carcinomas in AIDS 
occurs in eye lid.[4] Clinically, it looks like a painless, nodular, 
plaque‑like lesion. Chronic scaling, fissuring of skin, or central 
ulceration is frequently present. Histopathology confirms the 
diagnosis. A case of histoplasmosis presenting as an eyelid 
cutaneous malignancy has been reported.[5]

 In HIV‑positive 
patients, Aspergillus spp. is the commonest fungi to invade the 
orbit. Mucormycosis is the commonest fungus invading the 
orbit in immunocompromised patients. It is a life‑threatening 
infection causing thrombosis and tissue infarction by direct 
vascular invasion. Mucormycosis presents as progressive 
orbital and facial cellulites. Black necrotic eschars can be 
noted in the nasal cavity, on the hard palate, or as facial 
lesions. Fungating skin lesions are not seen in mucormycosis. 
Cutaneous disease manifests as cellulitis, which progresses to 
dermal necrosis and black eschar formation. Candida albicans 

is a normal commensal commonly found in skin and 
mucus membrane and causes mild superficial infections in 
moist and warm skin and mucosa. For this normal human 
commensal to become a significant pathogen, there must 
be some disruption of normal host defense mechanisms as 
in AIDS. Both Periodic Acid Schiff (PAS) stain and Gomori 
methenamine silver  (GMS) stain are used to screen tissue 
for the presence of the distinctive yeast, but culture remains 
the gold standard. Candida appears as large, round, white, 
or creamy colonies with a yeasty odor on agar plates. In 
HIV‑infected patients, Candida albicans can cause both 
ocular (keratitis, endophthalmitis) and periocular (blepharitis, 
cellulitis) infections. However, a combined orbital and eyelid 
infection by Candida spp., without any systemic involvement 
in an immunocompromised patient is unprecedented. Cases 
of candidal orbital necrotizing fasciitis has been reported in 
immunocompetent adults.[6] Our PUBMED search did not 
reveal any report of Candida orbital cellulitis in absence of 
any adnexal or systemic involvement in an HIV patient. The 
management of periocular Candida infection in a HIV‑positive 
patient can be medical as well as surgical. Various antifungal 
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that act against Candida albicans are amphotericin B, 
ketoconazole, fluconazole, and, recently, posaconazole.[7] 
But, the key to proper infection control remains in thorough 
debridement, with the ultimate aim being prevention of 
spread of infection to the central nervous system.

In conclusion, rapidly progressive periocular lesions in 
an immunocompromised patient are typically malignant. 
Fungal infections have a slow and progressive clinical course. 
Fungal infections mimicking a carcinoma is called “reverse 
masquerade syndrome.”[8] A thorough examination and 
appropriate investigations are needed to differentiate between 
these two entities. Timely and correct diagnosis will prevent 
needless aggressive intervention.
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Growth of Scytalidium sp. in a 
counterfeit bevacizumab bottle

Gerardo Garcia‑Aguirre, Virginia Vanzinni‑Zago1, 
Hugo Quiroz‑Mercado2

After drawing a dose from an closed bevacizumab  (Avastin) 
bottle, a fungus‑like foreign body was observed inside. Samples 
from the vial were cultured in Sabouraud Emmons media. 
Growth of multiple light brown colonies with dark pigment 
was observed after 10  days. The species was identified as 

Scytalidium sp.Vial, analysis reported that the seal was lacking 
proper identification measures and that the label, batch number 
and expiry date did not correspond to a genuine product. 
Chemical analysis showed no protein, but 3% of polyethylene 
glycol, citrate and ethanol. Counterfeit bevacizumab is a real 
situation that poses a significant risk for ophthalmology and 
oncology patients. The medical community should be aware of 
this situation in order to enforce adequate preventive measures.

Key words: Bevacizumab, complications, intravitreal injection, 
Scytalidium sp.

Intravitreal bevacizumab has proven to be an excellent 
alternative for the treatment of choroidal neovascularization. 
It has been proven as effective as the FDA‑approved treatment, 
ranibizumab, and with considerably less cost.[1,2] There have 
been problems with its use such as, an endophthalmitis 
outbreak because of incorrect handling when being processed 
by a compounding pharmacy in the United States,[3] or the 
appearance of counterfeit bevacizumab in China, which caused 
an outbreak of intraocular inflammation in a good number of 
patients.[4,5] We would like to report the growth of fungi in a 
counterfeit bevacizumab bottle, out of which one patient was 
injected.

Case Report
On October 2010, a 64‑year‑old patient with active choroidal 
neovascularization in the left eye (best corrected visual acuity 
of 20/30) was receiving the second intravitreal bevacizumab 
injection. The bevacizumab bottle was previously closed, and the 
dose was drawn straight from the bottle (batch number B33928), 
as it is usually done in Mexico. After injecting the patient, a 
foreign body was observed floating inside the bottle  [Fig. 1], 
which resembled a fungus ball. The following day, after 
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