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Figure 1 Erythematous plaques affecting both legs.

Figure 2 Edematous erythematous plaque with blisters, 
erosions, and ecchymoses on the right leg.

Figure 3 Rounded structures in the dermis which were positive 
on silver-methenamine staining (Silver-methenamine, ×40).

Systemic Cryptococcosis Presenting  
as Extensive Cellulitis in a Patient  
With Rheumatoid Arthritis

Celulitis diseminada como presentación inicial 
de criptococosis sistémica en un paciente con 
artritis reumatoide

to the Editor:

Cryptococcosis is an infection caused by the encapsulated 
yeast Cryptococcus neoformans; the typical route of entry 
is by inhalation, although it tends to spread via the blood, 
and mainly affects the central nervous system, bone, 
and skin. The manifestations in the skin can develop due 
to dissemination (secondary form) or, rarely, by direct 
inoculation of contaminated material (primary form).1 

Clinically, the lesions can be highly varied, presenting 
as papules, pustules, infiltrating nodules that ulcerate, 
lesions that resemble molluscum contagiosum or, rarely, as 
cellulitis.2

We describe the case of an 80-year-old patient with 
a 20-year history of rheumatoid arthritis, and who had 
received treatment for several years with methotrexate 
7.5 mg/wk and methylprednisolone 12 mg/d. One month 
before admission, the dose of methylprednisolone had 
been increased to 20 mg/d due to worsening of joint pain. 
Other important aspects of the patient’s history included 
bilateral knee prostheses, chronic kidney failure, and 
anemia of multifactorial origin. The patient was admitted 
for pain and edema in the left leg that had started 10 days 
earlier and empirical antibiotic treatment was started 
with amoxicillin-clavulanic acid. During his admission, 
the patient developed fever and the condition of his leg 
began to deteriorate. Examination showed edematous, 
erythematous-violaceous plaques and tense blisters that 
rapidly became more extensive, affecting both legs, the 
back, and right arm (Figures 1 and 2), while sparing the 
perineum. Deep vein thrombosis was ruled out by echo-
Doppler. In view of the persistence of the fever, antibiotic 
cover was increased by the administration of piperacillin, 
tazobactam, and teicoplanin. Skin biopsy was also 
performed, with pathological findings of moderate edema 
of the dermis with slightly dilated vessels and the presence 

of polymorphonuclear leukocytes. Some rounded structures 
were also observed in the dermis that were positive on 
periodic acid-Schiff and silver-methenamine staining (Figure 
3). We also performed culture of an aspirate from a blister, 
and skin, blood and cerebrospinal fluid cultures, isolating 
colonies of Cryptococcus neoformans. The microorganism 
was first isolated from the skin aspirate, and treatment 
was immediately started with liposomal amphotericin, but 
despite this the patient deteriorated, with progression of 
the skin lesions, anasarca, multiorgan failure, and finally 
death.

Cryptococcus neoformans is an opportunistic encapsulated 
yeast. The most common form of exposure to this fungus 
is by inhalation from soil particles contaminated by pigeon 
droppings, or from decaying fruit, vegetables, or wood.3 

Cryptococcal skin infection usually occurs by hematogenous 
spread; approximately 15% of the patients with systemic 
dissemination present secondary skin disease.2,4

Patients with AIDS, lymphoma, or sarcoidosis, or on 
treatment with immunosuppressive drugs are more 
susceptible to infection by Cryptococcus neoformans, 
although cases have also been reported in immunocompetent 
patients, particularly with primary cutaneous cryptococcosis, 
which has a better prognosis.5,6

From a clinical point of view, the skin disease can give 
rise to ulcers, plaques, pustules, subcutaneous nodules, 
ecchymoses, granulomas, abscesses, cellulitis and, more 
rarely, necrotizing vasculitis.7

In the literature there are only 3 reports of similar 
cases of patients with rheumatoid arthritis in whom the 
initial manifestation of disseminated cryptococcosis was 
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cellulitis; 2 were on treatment with corticoidsteroids2,5 and 
1 with infliximab.8

The treatment of choice is intravenous amphotericin-B, 
with or without oral flucytosine, although fluconazole 
and itraconazole are also currently used as alternatives 
to amphotericin-B as they are equally effective but have 
fewer adverse effects.9

In conclusion, cellulitis caused by Cryptococcus 

neoformans is an infrequent presentation of cryptococcosis 
in immunosuppressed patients and is clinically 
indistinguishable from bacterial cellulitis. Cellulitis can be 
the primary manifestation of cryptococcal infection or even 
the first manifestation of disseminated cryptococcosis, as 
in our patient; we must therefore rule out hematogenous 
dissemination and begin immediate antifungal treatment. 
Cellulitis in an immunosuppressed patient with disseminated 
disease or involvement of several anatomic sites should 
suggest a possible opportunistic microorganism as the 
etiologic agent. Disseminated cryptococcosis is usually 
fatal if appropriate treatment is not administered. 
Thus, mycological culture and skin biopsy revealing 
the characteristic microorganisms will help to guide us 
toward the correct pharmacological treatment, leading to 
improvements in the patient’s prognosis.
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Rat-bite Fever: A Case in Spain With Skin 
Lesions 

Fiebre por mordedura de rata. Un caso en 
España con lesiones cutáneas características 

To the Editor:

Rat-bite fever is a zoonosis of worldwide distribution 
produced by Streptobacillus moniliformis or Spirillum 

minus that colonize the rodent oropharynx. These are 
transmitted by percutaneous inoculation, although the S. 

moniliformis may also be transmitted by the ingestion of 
food contaminated with excrement, a condition known as 
haverhill fever or erythema arthriticum epidemicum.1,2 S. 

minus is only found in Asia and produces disorder known as 
Sodoku, with fever, inflammatory changes in the area of 
the bite, and regional lymphangitis.2

In Spain the true incidence and prevalence of this illness 
is unknown. There are historical references to this condition 

dating from 1947,3,4 but only 6 cases have been documented 
in more recent times (3 arthritis, 1 subcutaneous abscess, 
and 2 bacteremias).5-7

We present the case of a 50-year-old male with mitral 
insufficiency secondary to subacute endocarditis, who 
consulted for a 10-day history of general malaise and fever, 
associated with diarrhea that resolved after a week. On the 
sixth day, lesions appeared on the hands; the lesions were 
initially papular and painful but progressed to pustules and 
also developed on the face and distal third of the legs. 
The patient also presented migratory arthralgias in the 
interphalangeal joints of the right hand and left knee, as 
well as odynophagia.

Elements of epidemiological interest in the past history 
included a visit to rural areas of Canada and Germany two 
months earlier, and the patient had been bitten by a wild 
rat 15 days earlier while working in the countryside. he 
reported no high-risk sexual practices.

On admission the patient presented a temperature of 
39°C, he was hemodynamically stable, and there was a 
systolic murmur that radiated to the axilla.


