2572-4045

International Journal of

o

A
!-

Bhat et al. Int J Transplant Res Med 2017, 3:025
DOI: 10.23937/2572-4045.1510025

Volume 3 | Issue 1

Open Access

Transplantation Research and Medicine

CASE REPORT

Disseminated Ochroconis in a Lung Transplant Recipient

Supriya Bhat!, Maria Bembi?, Sivagini Ganesh?® and Emily Blodget'*

Division of Infectious Diseases, Keck USC School of Medicine, USA

2Keck USC School of Medicine, USA

3Division of Pulmonary Critic Care, Keck USC School of Medicine, USA

*Corresponding author: Emily Blodget, Division of Infectious Diseases, Keck USC School of Medicine, A County-USC
Medical Center 2020 Zonal Ave, Room 436 Los Angeles, CA 90033, USA, Tel: +323-226-7504, Fax: +323-226-7726, E-mail:

eblodaet@usc.edu

Introduction

Dematiaceous molds are increasingly being recog-
nized as opportunistic pathogens in immunocompro-
mised hosts. Ochroconis gallopava is a member of ge-
nus Dactylaria is one such pathogen.

Ochroconis is a darkly pigmented “black mold,” which
is thermotolerant and found in soil as well as in decaying
vegetables, hot springs, cave rocks and Paleolithic paint-
ings. It is known to cause encephalitis in domestic poul-
try, but there are increasing reports of it being a human
pathogen. As it is primarily acquired through the respirato-
ry tract, the lungs are the most common site of infection; it
can produce cavitary lung lesions and abscesses. Amongst
immunocompromised patients, the usual host includes
organ transplant recipients and it typically occurs as a late
post-transplant infection; other risk factors include human
immunodecifiency virus (HIV), as well as hematological
malignancy. The first human case was reported in 1986 in
an acute myelogenous leukemic patient with subcutane-
ous abscesses. There are thirty-four case reports available
in the literature. We report a case of disseminated Ochro-
conis gallopava infection in a lung transplant recipient.

Case Presentation

A 65-year-old Hispanic female with a history of Type
Il Diabetes Mellitus, idiopathic pulmonary fibrosis sta-
tus postright lung transplantation sixteen months pre-
viously whopresentedwith complaints of a non-tender
“ball” over the right upper back that developed over a
week.

Our patient’s post-transplant course was complicat-
ed by Al rejection and hypoxic respiratory failure re-
quiring tracheostomy. She had no renal dysfunction. Her
pre-transplant bronchoalveolar lavage (BAL) fluid had
grown cladosporium and she had been receiving treat-
ment with voriconazole since that time. Of note her
voriconazole level was 0.9 mcg/mL prior to admission and
was not at a therapeutic level for treatment. Her immuno-
suppressive regimen on admission included leflunomide
10 mg daily and prednisone 5 mg bid both at stable doses
for ten months. Leflunomide had been chosen as the pa-
tient was unable to tolerate cellcept due to neutropenia.
She was also on tacrolimus 1.5 mg/1 mg which had been
reduced the month prior from 2 mg/2 mg. Her goal tacro-
limus level was 8-10 ng/mL. Of note there were no interac-
tions with other medications while she was on tacrolimus
and her renal function remained within normal limits.

On admission, she had a respiratory rate of 22, was
saturating 94% on 2 liters of oxygen (which was stable at
home); all other vitals were within normal limits. Exam re-
vealed decreased breath sounds over right posterior lung
field, and crackles throughout left posterior lung field. Also
noted was a 1-2 centimeter soft, non-tender mass over
the right scapula. Admission labs demonstrated stable
leukopenia to 2500 cells/mcL, hemoglobin of 9.4 g/dL (her
baseline), and platelets of 174000 cells/mcL. Tacrolimus
level was 5.9 ng/mL on admission to the hospital.

Diagnosis

Initial chest radiography showed stable interstitial dis-
ease of the native left lung. Contrast computed tomogra-
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phy of the chest revealed a right upper lobe nodule and
a new right posterior lateral chest wall fluid-attenuation
mass 2.3 x 6.7 x 2.4 centimeters, possibly communicating
with the right pleural fluid space.

BAL fluid from the right lower lobe obtained via bron-
choscopy revealed pseudohyphal and yeast forms on
methenamine silver stain; bacterial culture grew E. Coli,
stenotrophomonas and mold. Blood cultures grew mold.
Biopsy of a right upper lobe nodule revealed necrotizing
granulomatous pneumonitis secondary to fungal yeasts
and mycelial forms. BAL and pleural fluid, nodule tissue
and blood cultures all grew O. gallopava. Standard fungal
cultures were the method of identification of the fungal
organism.

Our patient underwent ophthalmologic evaluation, re-
vealing left-sided endophthalmitis and right-sided subret-
inal lesions. Subsequent magnetic resonance imaging of
the brain and orbit without gadolinium only showed prior
cerebellar infarct. She did undergo lumbar puncturewas
negative.

Treatment

Intravenous voriconazole 200 mg q12 h was started
on admission due to concern for invasive fungal infec-
tion in this transplant patient, and Ambisome 3.5 mg/
kg q24 h was added when the result of mold returned
in BAL and blood cultures. Sensitivity testing was per-
formed on the O. gallopava and the minimum inhibi-
tory concentrations (MICs), in micrograms per milliliter
were as follows: posaconazole (0.125), voriconazole (1),
micafungin (0.015), Ambisome (1). Literature reports
the best in vitro activity of posaconazole, but after dis-
cussion with ophthalmology, voriconazole was chosen
as the primary azole. She received bilateral intravitre-
al amphotericin and voriconazole [1]. Once the retinal
lesions stabilized, Ambisome was discontinued and she
received micafungin and voriconazole for the rest of her
inpatient stay which was 4 weeks of therapy and she
tolerated those medications well. She was discharged
on one month of micafungin and a year’s course of
voriconazole. Since that time she has been followed for
an additional 2 years and has no evidence of active fun-
gal infection and has remained clinically stable with no
new radiographic abnormalities.

Discussion

With regards to invasive mold infections in transplant
recipients, Aspergillus causes the large majority. In a sin-
gle center retrospective analysis from 1990-2012 at Stan-
ford Hospital, 14% of 637 patients with heart or heart-lung
transplants were diagnosed with invasive mold infections;
of these, 72% were Aspergillus species and 28% were oth-
er molds (Scedosporium, Fusarium, Rhizopus). Disease
due to non-Aspergillus molds tended to occur more than
ninety days post-transplant, with disseminated disease
and increased one-year mortality. In the largest prospec-
tive surveillance study of invasive mold infections in lung
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transplant recipients, 143 of 1172 patients developed in-
vasive mold infections [2]. 72.7% were due to Aspergillus,
5.6% due to Zygomycetes/Scedosporium, and 16.8% were
classified as ‘other mold’. Nine of those classified as “oth-
er” were dematiaceous molds or phaeohyphomycosis; of
these, one was an Ochroconis spp.

A review of thirty-four reported Ochroconis cases re-
vealed that twenty five were in organ transplant recipi-
ents, predominantly being lung or liver transplants, fol-
lowed by heart and kidney. Of the remaining patients, one
had advanced HIV, five had hematologic malignancy, and
two were immunocompetent. Ochroconis is known to be
neurotropic and thirteen of the reported cases had central
nervous system involvement [3]. The only case with ocular
involvement reported was one of O. gallopava endoph-
thalmitis in a 69 year old male with underlying chronic lym-
phocytic leukemia; he received intravitreal amphotericin
and oral itraconazole therapy but died two months after
diagnosis [4]. In a separate review of nine cases of O. gal-
lopava infection in organ transplant recipients, the median
time to infection post-transplant was seventeen months,
and three of those patients had been on voriconazole pro-
phylaxis [5].

Treatment is not well defined, with regards to the best
antifungal as well as duration. Availability of in vitro sus-
ceptibility profiles is scant and interpretive break points
for antifungal susceptibilities have not been established.
However, in vitro studies indicate the best activity in echi-
nocandins and posaconazole. In our patient, a reference
lab did susceptibility testing, demonstrating low MICs to
micafungin, posaconazole and voriconazole. In addition to
micafungin, voriconazole was chosen as the foundation for
our patient’s regimen in light of her endophthalmitis, as
voriconazole is known to achieve therapeutic intraocular
levels and has been clinically successful when adminis-
tered systemically for Candida endophthalmitis [6].

Conclusions

Invasive mold infections are a major source of mortali-
ty amongst organ transplant recipients. O. gallopava is an
emerging cause of infection in transplant recipients, but
should be considered as a potential pathogen with other
demateaceous molds in any immunosuppressed popula-
tion. Given its neurotropism, brain imaging and lumbar
puncture may be warranted. Given the rarity of reported
cases of Ochroconis infection, there is minimal data on
choice of antifungal and interpretive guidelines for suscep-
tibilities. Echinocandins and posaconzole seem to have the
best in vitro activity per literature, but treatment should
be based onantifungal susceptibilities because clinical data
is limited. Our case is the first case with reported ophthal-
mologic involvement of Ochroconis in a lung transplant pa-
tient and shows resolution on antifungal therapy.

As with many transplant related infections, treatment
of Ochroconis is an art that will require accounting for the
patient’s clinical context, and referencing the limited num-
ber of case reports of successfully treated infections.
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