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To the editor.

Mucormycosis is an infrequent but deadly fungal
infection with high mortality rates (50%), particularly in
pulmonary cases.! Among patients with hematological
malignancies, mortality is even higher at 76%, as
reported in an Eastern China study.? Early diagnosis
remains challenging due to the low sensitivity and
specificity of diagnostic tests, often delaying treatment.®
Recent studies highlight the potential of metagenomic
next-generation sequencing (MNGS) for timely
diagnosis. lIsavuconazole has also shown efficacy
comparable to amphotericin B and is well-tolerated.*®
Here, we report a case of successful treatment of
Cunninghamella bertholletiae with isavuconazole in a
patient with hematological malignancy.

A 31-year-old Chinese male was admitted to the
hematology department on September 30, 2024, with a
continuous fever lasting over five days and bilateral
axillary lymph node enlargement. Piperacillin-
tazobactam was empirically initiated for suspected
bloodstream infection. On October 1, blood tests
revealed hemoglobin at 6.1 g/dL, red blood cell count at
1.71 x 10'?/L, white blood cell count at 116.27 x 10°/L,
absolute monocyte count at 77.32 x 10°/L, and platelets
at 36.0 x 10°/L (Figure 1A). The patient’s maximum
temperature was 39.7°C (Figure 1B), and interleukin-6
(IL-6) levels were 24.77 pg/mL. Bone marrow analysis
confirmed acute myeloid leukemia (AML) M4 subtype
with 58% myeloid blasts and mutations in FLT3, KRAS,
PHF6, RUNX1, and WTL1. Flow cytometry showed
positivity for CD38, HLA-DR, CD13, CD33, CD11b,
CD14, CD64, CD4 (partial), and cMPO (partial), while
CD34, CD117, and lymphoid markers were negative.
The patient was started on the DAV regimen
(daunorubicin, cytarabine, venetoclax) on October 5.

Despite six days of piperacillin-tazobactam, the
patient had persistent fevers, and a chest CT showed no
signs of infection. The anti-infective regimen was
adjusted to piperacillin-tazobactam combined with
moxifloxacin on October 6 and further switched to

imipenem-cilastatin with voriconazole on October 10
due to persistent fever. On October 23, chest CT
revealed a patchy consolidation in the lower lobe of the
right lung (Figure 1C). Peripheral blood mNGS
identified Cunninghamella bertholletiae (Reads: 23;
Relative abundance: 3.24%). Blood cultures and G and
GM tests were repeatedly negative during treatment. A
histopathologic specimen could not be obtained due to
severe thrombocytopenia. Based on the 2019
EORTC/MSG criteria® and the mNGS findings, possible
pulmonary mucormycosis was diagnosed, and the
treatment regimen was changed to imipenem-cilastatin
with  isavuconazole.  Following  isavuconazole
administration, the patient’s fever resolved. A chest CT
on November 5 showed significant improvement in the
pulmonary consolidation, and the patient was
discharged on oral isavuconazole. By December 4,
follow-up CT scans revealed further resolution of the
lung lesion (Figure 1D). The patient continues oral
isavuconazole without adverse events and is awaiting
subsequent chemotherapy.

Although the patient was successfully treated, this
study has limitations. Due to the patient's extremely low
platelet count, a pathological examination could not be
performed, preventing definitive confirmation of the
fungal infection and allowing only a probable diagnosis.
Additionally, the minimum inhibitory concentration of
isavuconazole against Cunninghamella bertholletiae
was not obtained.

In conclusion, this case highlights the diagnostic
value of mNGS for pulmonary mucormycosis in
hematological malignancies and supports the efficacy
and tolerability of isavuconazole in treating this
condition.

Ethics approval and consent to participate. The study
protocol was approved by the Medical Ethics
Committee of the First People’s Hospital of Zigong. The
patient gave informed consent for the publication of this
case report.
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