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Abstract:

Background:

Trichosporon species (particularly 7. asahii) is regarded as one of the prevalent fungal species
responsible for causing invasive fungal infection in patients with hematological malignancies and/or
immunocompromised patients. Trichosporonosis can often be life-threatening; therefore, an early
diagnosis followed by prompt treatment is crucial for the patient’s survival. However, an ideal
antifungal treatment for 7. asahii infection is not yet established.

Case Presentation:

This report presented a case of 7. asahii fungemia in a male child of age 5-year 5 months with acute
lymphoblastic leukemia. The patient developed febrile neutropenia towards the end of induction
chemotherapy, and his blood culture indicated the presence of 7. asahii and E. coli. He was treated
with broad-spectrum antibiotics and antifungal monotherapy (either liposomal amphotericin B or
voriconazole) without an effective outcome. Subsequently, the patient further underwent combination
therapy with voriconazole and liposomal amphotericin B.

Conclusion:

Combination therapy with voriconazole and liposomal amphotericin B was found to improve the
condition of the patient. He is currently reported to be fine while undergoing maintenance
chemotherapy along with voriconazole monotherapy.

Keywords: Amphotericin B, Antifungal Agents, Chemotherapy, Febrile Neutropenia, 7. asahii,
voriconazole.
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Introduction

Trichosporon species is an emerging, fatal,
opportunistic pathogen found to be responsible
for both superficial and invasive fungal
infection (IFI) (1, 2), particularly among
patients with hematological malignancies and
immunocompromised patients (1, 3, 4).
Invasive trichosporonosis can be subdivided
into localized and disseminated forms, the
latter being more prevalent; usually presented
with acute fever, skin lesions, pulmonary
infiltrates, and subsequent multi-organ failure
(5, 6). Among Trichosporon species, T. asahii
infection has been reported to be one of the
common systemic fungal infections (4, 7-10)
prevalent among neutropenic adults, cancer
patients, and recipients of hematopoietic stem
cell transplant (9, 10). Disseminated 7. asahii
infection is claimed to be rare among the
pediatric population (5, 8); however, few cases
of T. asahii infection have been reported
among children suffering from hematologic
malignancies and undergoing
Immunosuppressive therapy (cytotoxic
chemotherapy) (2, 5-8, 11, 12). Treatment of
disseminated trichosporonosis is a major
challenge due to delay in diagnosis and multi-
drug resistance (6). Moreover, treatment
outcome is found to be poor, with an estimated
mortality rate of 77-80% (1, 7). Therefore, an
early  diagnosis  followed by  quick
implementation of therapy with an appropriate
antifungal agent can diminish the mortality
rate among critically ill patients (8, 10). An
ideal antifungal agent for treating 7. asahii
infection has not yet been established.
However, several in vitro studies have
exhibited promising benefits of voriconazole
(a second-generation triazole) as first-line
antifungal therapy (1, 3, 4, 12).

With the changing fungal landscape in the
Middle East (ME), IFIs have been found to
contribute a significant burden to the healthcare
system. Challenges associated with IFI include
suboptimal application of rapid diagnostic tests

and antifungal therapy, which might be
responsible for an increased mortality rate and
prolonged hospitalization of patients in the ME
(13). Here, we reported a case of 7. asahii
fungemia in a pediatric patient with acute
lymphoblastic leukemia (ALL), who was
successfully treated with combination therapy
of voriconazole and liposomal amphotericin B.
Case Presentation

A 5 year-5-month-old male child, previously
healthy, was admitted to NBK Children’s
Cancer hospital on 22" January 2020 with
decreased activity, reduced oral intake, severe
pallor, and recurrent infection for one month,
along with a fissure in his right elbow joint.
His complete hemogram report indicated a low
hemoglobin (Hb) level of 2.5 g/L.. He was
immediately hospitalized in the pediatric
intensive care unit (PICU) to avoid the chances
of impending heart failure and to undergo
urgent blood transfusion and further
investigations. The patient’s complete blood
count (CBC) report showed white blood cell
(WBC) count as 7.6x109/L and 55% of blast
cells in the blood film. Based on the clinical
diagnosis and investigations, the patient was
diagnosed with ALL-Pre-B with cerebrospinal
fluid (CSF) negative of blast cells on the first
day of hospitalization. The timeline of key
events for this case is depicted in Figure 1.
Chemotherapy was initiated as per UK-MRC-
ALL 2011 regimen A protocol (standard risk)
on 30" January 2020. At the end of induction,
the patient was in remission, and minimal
residual disease (MRD) was detected low.
Hence, chemotherapy was continued on the
same protocol, and his scheduled consolidation
and interim maintenance courses Wwere
completed uneventfully in approximately the
next five and half months. However, at the end
of delayed intensification, three days after
receiving scheduled chemotherapy treatment,
the patient developed febrile neutropenia along
with cellulitis of the right big toe, anal fissure,
and small lower lip aphthous ulcer on 18" July
2020. Therefore, chemotherapy was suspended
on the same day, and clinical investigations
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were conducted to analyze the underlying cause of the conditions (Figure 1).

Treatment course and Management
@ « Presented to the hospital with decreased activity,
severe pallor, and reduced oral intake

+ Recurrent infection for last 1 month, fissure on right
elbow joint
+ Complete haemogram report indicated extremely

low Hb
+ Admitted to PICU

Diagnosed with Acute Lymphoblastic . @
Leukaemia Pre-B : 23.01.2020
30.01.2020 to « Chemotherapy started on 30.01.2020
15.07.2020 = Maintenance chemotherapy continued for next 5.5

months

Developed febrile neutropenia +

Chemotherapy suspended .
Septic work up collected , @ 18.07.2020

Antibiotics piperacillin/ tazobactam started ,

20.07.2020 to
29.07.2020

Clindamycin added in treatment regimen on 20.07.2020
Fever continued

Blood culture done on 23.07.2020 detected T. asahii growth in
the peripheral line and E. coli in the central line (portacath)
Antifungal agent liposomal amphotericin B (5mg/kg/day)
started on 23.07.2020 along with antibiotic amikacin

Tazocin was stopped and meropenom started on 25.07.2020
Abdominal USG conducted on 26.07.2020

Fever persisted

Portacath removed on 28.07.2020

Fever subsided for few days

Amikacin stopped

Liposomal amphotericin B substituted with voriconazole
(4mg/ kg/day) on 29.07.2020

©

Fever started again «

Combination of liposomal amphotericin B and voriconazole «
administered on 05.08.2020

Fever reduced -

HRCT of chest and sinuses conducted on 10.08.2020 -

Septic work up collected again on 10.08.2020

« A combination of piperacillin/ tazobactum and ciprofloxacin
27.09.2020 @ along with voriconazole and liposomal amphotericin

B (recommended in MDT meeting) started

02.10.2020 to
15.10.2020

05.08.2020 to
10.08.2020

The last spike of fever was on 02.10.2020 -

BMA and MRD conducted on 07.10.2020 -
Discharged to day care on 15.10.2020 -
Liposomal amphotericin B and oral voriconazole .

C,

continued for another two weeks after being afebrile
Chemotherapy started at low dose
Liposomal amphotericin B stopped
Discharged from hospital on same day of chemotherpy
Oral voriconazole continued for long term till the end of

29.10.2020
maintenance chemotherapy (next 3 years)
Follow-up chest HRCT was conducted *
Patient doing well - @ 03.12.2020

Figure 1: Timeline of the key events of this case report

Abbreviations: BMA: Bone marrow aspiration, Hb: Hemoglobin, HRCT: High resolution computed
tomography, MDT: Multidisciplinary team, MRD: Minimal residual disease, PICU: Pediatric
intensive care unit, USG: Ultrasonography
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On the first day (day 1) of the development of
febrile neutropenia, a septic workup was
collected, followed by a blood culture on day
6. The culture report revealed the growth of E.
coli in the central line (portacath) and 7. asahii
in the peripheral line.  Abdominal
ultrasonography (USG) was conducted,
followed by high-resolution  computed
tomography (HRCT) of chest and sinuses and
repeat septic workup. In addition, broncho-
alveolar lavage (BAL) was performed on day

50, and samples were sent for fungal and
bacterial cultures (like Preumocystis jirovecii,
acid-fast bacillus for atypical mycobacteria),
virology, and malignancy tests. Furthermore, a
liver biopsy from the largest hypoechoic lesion
was performed and sent for bacterial and fungal
cultures, tuberculosis analysis, and
histopathology; repeat blood cultures and
galactomannan assay were also conducted for
further investigations.

Figure 2: Hepatosplenomegaly with innumerable focal lesions.
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Most of the lesions are sub-centimetric, the largest reaching about a maximum length of 10 mm,
presence of smooth hepatic borders.

The abdominal USG of the patient revealed
multiple hypoechoic lesions in the liver, spleen,
and kidneys (Figures 2, 3, and 4).

Figure 3: Ultrasonography of abdomen
showed hepatosplenomegaly with
innumerable focal lesions.

Most lesions are sub-centimetric, largest reaching
about 10 mm in length, otherwise smooth
hepatic borders, and no intrahepatic biliary
radicle dilatation observed. Additionally,
enlarged kidneys with parenchymal changes as
well as scattered tiny focal lesions were seen.

Figure 4: MRI of the abdomen showed an
enlarged spleen.

Spleen was studded with innumerable tiny
focal lesions (average size 0.5X0.7 mm);
most of these nodules exhibited
hyperintense signal at T2 WI but faintly
hyperintense signals at T1WI. The liver was

mildly enlarged with diffusely scattered,
minutely altered signal intensity or focal
lesions (average size around 0.5 cm) with
nearly the same signal intensity as splenic
lesions, some are peripheral sub-capsular,
and all showed diffusion restriction.

Abbreviations: MRI: Magnetic resonance
imaging, T2WI: T2 weighted image, TI1WI:
T1 weighted image

Computed tomography (CT) scans of the chest
and sinuses indicated the presence of bilaterally
scattered pulmonary nodules (Figure 5).
However, BAL test reports were negative, the
galactomannan was repeatedly negative, the
reports of liver biopsy and cultures were
inconclusive, and the repeat blood cultures
were found to be negative on five different
occasions. The blood culture report and the
combined diagnostic reports (USG and CT
scans) confirmed the presence of 7. asahii
fungemia in the patient (Figure2-5).

The patient was treated with broad-spectrum
antibiotics, such as piperacillin/ tazobactam (as
per the febrile neutropenia protocol) on day 1
of febrile neutropenia clindamycin was also
introduced in the treatment regime after two
days; however, the fever didn’t subside. Based
on the first blood culture report (on day 6), he
was further treated with amikacin and
liposomal amphotericin B (Smg/kg/day), and
after two days, tazocin was stopped, and
meropenem was initiated. Since fever
continued, the portacath was removed on day
11 of fever. Subsequently, the fever subsided
for a few days, and amikacin was withdrawn.
At the same time, liposomal amphotericin B
was substituted with
(4mg/kg/day) since voriconazole revealed the
lowest minimum inhibitory concentrations
(MICs) among other antifungal agents (MIC-
microgram/ml- voriconazole- 0.032,
amphotericin B- 0.5, caspofungin- resistant).

voriconazole
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Nonetheless, the patient again developed fever his fever was not subsiding, the voriconazole
and received a combination of voriconazole trough level was measured, and the dose was
and liposomal amphotericin B on day 19. Since escalated from 4 mg/ kg/day to 8 mg/ kg/day.

Figure 5: CT scan of the chest without contrast.

Patches of consolidation in the posterior right and left lower lobes along with multiple bilaterally
scattered small sub-pleural pulmonary nodules of ground-glass attenuation were seen.

Abbreviations: CT: Computed tomography

On day 72, meropenem was substituted with
piperacillin/tazobactum. This case was further
discussed in a multidisciplinary team meeting
(MDT). As per the meeting’s decision, the
patient was recommended to continue the
combination of antifungal drugs (liposomal
amphotericin B and voriconazole) along with
an antibiotic (ciprofloxacin). The patient’s last
spike of fever was observed on day 77.

Figure 6: Follow-up chest CT scan image.
Reduced number and size of the previously
noted sub-centimetric pulmonary nodules
were observed. In addition, some of the
nodules showed decreased attenuation
density, and some showed ground-glass
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attenuation. Red (+) indicates minimal
peripheral fluid collection.
Abbreviations: CT: Computed tomography

Bone marrow aspirates (BMA) and MRD

performed on day 82 indicated the patient was
in remission. On 15th October 2020 (day 90),
he was discharged to daycare after being
afebrile.
Despite being afebrile, the patient continued to
receive a combination therapy of liposomal
amphotericin B and oral voriconazole for the
next 14 days. Further, his chemotherapy was
reinitiated at a low dose, followed by gradual
dose escalation to avoid neutropenia. He was
performing well after receiving chemotherapy
and was discharged from the hospital on the
same day. Liposomal amphotericin B was then
discontinued, and  only
monotherapy was continued. The patient’s
future treatment strategy included continuing
maintenance chemotherapy for the next three
years and voriconazole. Furthermore, follow-
up HRCT of the chest revealed a regressive
course of fungal infection in terms of decreased
number, diminished size, and attenuation of
pulmonary nodules (Figure 6). Currently, the
patient is doing well with no reported episode
of fungal infection.

voriconazole

Discussion

Invasive fungal infection has been regarded as
one of the leading causes of morbidity and
mortality in patients with hematological
malignancies (especially leukemia) (14, 15). A
drastic increase in the incidence of IFI has been
reported in patients with acute leukemia (16).
Cytotoxic chemotherapy in malignant patients
results in severe neutropenia and mucosal
barrier damage, leading to increased chances
of bloodstream infections (17, 18). In cancer
patients, Trichosporon species are found to be
the second most prevalent yeast species (after
Candida) responsible for fungal infection (11).
Trichosporon species 1is a ubiquitous,

opportunistic fungus that typically colonizes
the normal flora of the skin, respiratory and
gastrointestinal (GI) tracts (2, 11). 7. asahii
has been reported to have an elevated infection
incidence in the last two decades (9).
Predisposing risk factors for 7. asahii infection
include hematologic malignancies,
neutropenia, usage of  broad-spectrum
antibiotics, corticosteroids, and invasive
medical devices (such as central venous
catheters [CVCs]), organ transplantation,
peritoneal dialysis, and long-term ICU
hospitalization (1, 9, 11, 19). The present case
described a pediatric patient diagnosed with
ALL, who developed severe febrile
neutropenia during his chemotherapy and was
immediately treated with broad-spectrum
antibiotics. The patient’s blood culture, chest
radiograph, and abdominal USG report
confirmed 7. asahii fungemia.

T. asahii can be isolated from the cultures of
blood, wurine, sputum, CSF, and even
postmortem tissue. However, it is usually
difficult to confirm this infection during the
initial stage. Therefore, early detection
followed by immediate intervention can be
beneficial in reducing this infection-mediated
mortality (5, 11). Conventional culture and
histology-based = methods  are  usually
considered less sensitive during the initial
stage of infection when the fungal load is low
(5, 20). Moreover, the presentation of non-
specific symptoms is regarded as an additional
challenge for early definitive diagnosis (20).
Common manifestations of 7. asahii infection
include  cutaneous  involvement  with
papulonodular lesions, pulmonary involvement
with respiratory symptoms, alveolar and
interstitial infiltrates appearing in chest
radiographs (5, 8). Besides, hepatic and splenic
abscesses have also been reported infrequently
(8, 21). In our case, CT images of the chest
revealed faint consolidations in the lungs that
developed into tiny nodules, which further
increased in size with the progression of time,
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indicating pulmonary involvement.
Additionally, multiple hyperintense lesions
were observed in the spleen, liver, and kidneys
(abdominal USG). These findings were
indicative of an invasive 7. asahii infection in
the patient and are in agreement with other
previously reported similar cases (2, 8).
Specified treatment guidelines for managing
invasive 7. asahii infections are currently
unavailable (4, 22). Recent studies revealed
that 7. asahii exhibits low sensitivity towards
common antifungal agents in vifro and in most
immunocompromised patients (1, 22). The
occurrence of breakthrough trichosporonosis
was found even during treatment with various
antifungal agents. Moreover, the efficacy of
the antifungal drugs may vary between in vivo
and in vitro studies (8, 21). Trichosporon
species are found to be resistant to flucytosine
or echinocandins with varied susceptibilities in
vitro, whereas sensitivity towards amphotericin
B is reported to be limited or inconsistent in
vivo (1, 4, 22). Although amphotericin B has
been reported to exhibit positive efficacy
towards Trichosporon species in vitro, it has
been found to be ineffective in patients with
breakthrough infections, especially with severe
neutropenia. Furthermore, echinocandins are
found to be ineffective in treating
trichosporonosis (5). The joint guidelines
published by the European Society of Clinical
Microbiology and Infectious Diseases and the
European Confederation of Medical Mycology
in 2014 recommended triazoles as superior to
other antifungal agents in prophylaxis and
treatment. Further, voriconazole is claimed to
be the preferred drug as it exhibited high
efficacy both in vitro and in vivo against
Trichosporon species (19, 23) and was also
found to be a sensitive drug against 7. asahii -
mediated breakthrough infections (1). The
probable treatment options for 7. asahii
infection include voriconazole (first-line
therapy), fluconazole, amphotericin B, and
itraconazole (9).

http://intjmi.com

With the recent trend of increasing incidence
of T. asahii mediated infection and the
development of newer antifungal drugs, the
antifungal combination therapy (ACT) is
currently gaining more attention to achieve
better clinical outcomes and antifungal drug
doses reduction (1). Furthermore, several
clinical studies have also claimed ACT is more
effective compared to monotherapy (24).
Clinical efficacy of voriconazole monotherapy
or combination therapy with amphotericin B
has been reported and also recommended as a
prolonged treatment for trichosporonosis (5,
6).

The successful management of 7. asahii
infection might depend on various factors like
early diagnosis, effective therapy with
antifungal drugs, neutrophil count recovery,
the immunological status, and dose
adjustments of immunosuppressants combined
with azole therapy (6, 10). Moreover,
recovered patients (especially those receiving
immunosuppressive treatment) are
recommended to undergo a chronic antifungal
suppressive therapy (with oral voriconazole) to
avoid chances of late relapses of fungal
infection (5). In the present report, the patient
developed  febrile  neutropenia  during
maintenance chemotherapy, and a blood
culture detected the presence of 7. asahii in the
peripheral line. Initially, the patient received
monotherapy with liposomal amphotericin B;
however, the fever didn’t subside. Therefore,
he was switched to voriconazole monotherapy,
but no remission of fever was observed. To
achieve a better clinical outcome, he was then
treated with an ACT of voriconazole and
amphotericin B for a few weeks, which resulted
in the abatement of fever. Subsequently, he
was subjected to prolonged voriconazole
monotherapy with concomitant chemotherapy.
Further, the patient is recommended to
continue with voriconazole during his
maintenance chemotherapy for the next three
years.
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Conclusion

This case report indicated a successful
treatment outcome of 7. asahii fungemia with
an ACT of voriconazole and amphotericin B in
a pediatric ALL patient. Early diagnosis of T.
asahii followed by appropriate antifungal
therapy and a prolonged maintenance dose of
voriconazole are considered responsible for
this positive therapeutic outcome. However,
future studies involving a large number of
pediatric ALL patient population with 7. asahii
fungemia can warrant more clarity on the
benefit of ACT (voriconazole + amphotericin
B) in these patients.
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