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Pleural effusion as a manifestation of a )
Cryptococcal infection in an HIV patient

Derrame pleural como manifestacion de una infeccion
criptocécica en un paciente con VIH

A 37-year-old male HIV+ individual (CD4 cell nadir of 153
cellsy/mm?3 and HIV-1 RNA viral load zenit of 9832 copies/mL),
treated with emtricitabine/tenofovir disoproxil fumarate/efavirenz
with poor therapeutic adherence and without medical follow up for
the last 4 years was admitted to the emergency department with
history of 3 days of left sided pleuritic chest pain, mild dyspnea
and a temperature of 37.5°C. He was a daily consumer of amp-
hetamines for 5 years and previously had received treatment for
intestinal giardiasis and syphilis. Vital signs at arrival showed BP
110/70 mmHg, temperature 37.5 °C, heart rate 85 bpm, respiratory
rate 22, SpO, 96%. Physical examination revealed decreased breat-
hing sounds over the left lung base. Rest was unremarkable.

The laboratory findings showed a normocytic, normochromic
anemia (Hemoglobin 11.7 g/dl) with normal white blood count
(WBC) and platelets, a normal renal and liver function and mild
increase of C-reactive protein to 1.7 mg/dl. HIV-1 RNA viral load
was 122,000 copies/mL and CD4+ T cell count 13 cells/mm?. Chest
X-ray showed a left costophrenic recess blunting and a left perihilar
cavitary nodule. A computed tomography (CT) scan was performed
revealing moderate left pleural effusion with atelectasis, a thick-
walled cavitary nodule in the left superior lobule, and left hilar
calcified lymph nodes (Fig. 1A and B).

A thoracentesis was made, with positive lights criteria sugges-
ting exudative effusion [proteins 52 g/L,LDH 173 U/L; serum values:
proteins: 63 g/L, LDH 166 U/L, WBC: 3710 cells/mm?3 (49% neutrop-
hils, 37% lymphocytes and 12% mesothelial cells) and adenosine
deaminase (ADA) 51 UI/L]. Pleural effusion culture was negative for
bacteria. PCR detection for Mycobacterium tuberculosis in pleural
effusion was negative.

Serum Cryptococcus neoformans antigen (CrAg) was tested,
detecting titers of 1/64. Treatment with amphotericin B and flucy-
tosine was initiated. A lumbar puncture was practiced ruling out
central nervous system infection, allowing treatment simplifica-
tion to fluconazole in monotherapy. We initiated antiretroviral
therapy with bictegravir, emtricitabine and tenofovir alafenamide,
and pneumocystis prophylaxis with trimethoprim - sulfametho-
xazole.

Finally, C. neoformans isolation in pleural effusion culture
provided the definitive diagnosis, exhibiting a strain with mini-
mum inhibitory concentration (MIC) 8 pg/ml for fluconazole and
0.06 pg/ml for voriconazole. Based on these results, we switched
treatment to voriconazole. The organism was detectable after 82 h
of incubation. Subsequently bronchoalveolar lavage was also posi-
tive for C. neoformans (Fig. 1C).

The patient showed clinical and laboratory improvement, being
discharged to complete outpatient treatment with voriconazole
and follow-up by the infectious disease department. Eight months
after the diagnosis a thoracic CT scan was made, showing mainly
a thin-walled cavitated lesion in the apical posterior segment with
bronchial communication and resolution of the pleural effusion
(Fig. 1D).

Discussion

Cryptococcosis infection is caused mainly by C. neoformans,
an opportunistic fungal infection that became worldwide rele-
vant when the HIV era started."? The most common clinical
presentations include neurological and pulmonary involvement.?
Nevertheless, the cryptococcal pleural infection remains rare, with
about 50 cases reported in the literature.*

In our patient, differential diagnosis based on cavitary pulmo-
nary lesions and lymphocytic pleural effusion was made. Because
cryptococcosis may also present an elevated ADA in pleural effu-
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Fig. 1. (A, B) Computed tomography scan showing a thick-walled cavitated nodule in the left superior lobe with ipsilateral pleural effusion. (C) Cryptococcus neoformans
in bronchoalveolar lavage (silver staining, 600x). (D) Computed tomography scan showing a thin-walled cavitated lesion in the apical posterior segment with bronchial

communication; no pleural effusion was found.

sion, it can easily be misdiagnosed as tuberculosis, a far more
common entity, and be initially treated with tuberculostatic
therapy.”

Pleural effusion and bronchoalveolar lavage cultures lead to the
definitive diagnosis. Pleural effusion cultures for Cryptococcus may
be negative due to the small number of microorganisms in pleu-
ral fluid. It has been postulated that the release of the antigen is
the responsible for a pleural inflammatory response that leads to
pleural effusion rather than the microorganism by itself.*

Regarding the treatment, over the past decade there has been
an increase in reports describing C. neoformans with increased
MICs for fluconazole. Nowadays there is still no consensus on
the cut-off point or its clinical relevance.® Recent studies define
MICs <8 pg/ml as susceptible, 16-32 g/ml as dose-dependent
susceptible, and >64 p.g/ml as resistant.” Nonetheless, the EUCAST
guidelines state that the clinical breakpoint is not yet determined.?

In conclusion, atypical presentations of cryptococcus infections
should be considered in the differential diagnosis of pleural effu-
sion in HIV patients. Additional research is needed to define the
relevance of the antifungal susceptibility in C. neoformans infection
and its possible clinical implications.
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Ectima gangrenoso, mas alla de Pseudomonas m
aeruginosa ey

Ecthyma gangrenosum, beyond Pseudomonas aeruginosa
Sr. Editor:

El ectima gangrenoso es una manifestacién cutanea poco comun
de una infeccién sistémica que generalmente ocurre en el paciente
inmunodeprimido’.

Presentamos el caso de una paciente de 63 afios con el Gnico
antecedente de una leucemia mieloide aguda en tratamiento activo
con carboplatino-etopdsido tras la progresién de las 2 lineas previas
de tratamiento (idarrubicina-citarabina y el esquema FLAG-IDA:
fludarabina+citarabina e idarrubicina+factor estimulante de colo-
nias de granulocitos).

En el dia +7 del primer ciclo comenzé con un episodio de fiebre,
tos y disnea, sumada a pancitopenia, por lo que se decidié ingreso

hospitalario e inicio de tratamiento antibiético de amplio espectro
con piperacilina-tazobactam+amikacina, factores estimulantes de
colonias de granulocitos y la realizacién de pruebas complementa-
rias.

A la exploracion fisica, la paciente presentaba una auscultacién
pulmonar con disminucién del murmullo vesicular y roncus dis-
persos.

En la parte externa de la rodilla derecha presentaba una macula
eritematosa de 8 x 12 mm con un centro anular necrético (fig. 1a).

Las pruebas complementarias fueron:

TAC de térax, en la que se apreciaba alteracién difusa del parén-
quima pulmonar con patrén en empedrado bilateral y presencia
de miltiples nédulos pulmonares bilaterales con halo en vidrio
deslustrado alrededor y area de consolidacion perihiliar izquierda
(fig. 1b).

La broncoscopia mostraba, en el arbol bronquial izquierdo,
engrosamiento y eritema de la mucosa en la entrada a la pira-
mide basal que impedia el paso del broncoscopio. Se realiz6 BAL
con resultado de ausencia de células malignas.

Figura 1. a) Fotografia de la lesion localizada en la region externa de la rodilla derecha. b) Imagen del TAC de térax con ventana pulmonar en la que se observa el patrén en
empedrado bilateral y la presencia de numerosos nédulos. c) Hematoxilina-eosina x40: vaso de mediano tamafio completamente obstruido por la presencia de un trombo

de estructuras flingicas.
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