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To the editor.

Currently, the HIN1 influenza A virus has become a
seasonal influenza with widespread global transmission.
In the general population, the virus typically causes mild
respiratory symptoms, rarely requiring hospitalization
and exhibiting an extremely low mortality rate.
However, for patients with hematologic malignancies,
especially those undergoing systemic anti-tumor
chemotherapy  or  hematopoietic  stem  cell
transplantation, influenza virus infection remains a
clinical threat and often leads to severe complications.
Nevertheless, there is no epidemiological investigation
on community-acquired HIN1 influenza infection in
patients with chronic-phase chronic myeloid leukemia
(CML). Herein, we describe a rare case of a chronic-
phase CML patient whose initial presentation was
severe H1N1-related interstitial pneumonia, which was
successfully treated with glucocorticoids.

A 56-year-old woman presented with fever (38.5°C),
cough, yellow sputum, and fatigue, without palpitations,
chest tightness, or dyspnea. Blood tests at another
institution revealed a white blood cell count of
279.68x10°/L, hemoglobin of 85 g/L, and platelets of
619x10°/L. Oral moxifloxacin was administered but
showed no improvement. Bone marrow aspiration at our
hospital indicated hypercellular marrow with marked
granulocytic hyperplasia (predominantly mid-to-late-
stage granulocytes), eosinophils, and basophils.
Erythroid lineage hyperplasia  was poor.
Megakaryocytes exceeded 100 per slide (Figure 1A)
Karyotype analysis revealed 46, XX,t(9;22)(q34;q911).

PCR confirmed BCR-ABL1 p210 fusion gene positivity.

Avrterial blood gas analysis showed PaO. 43.0 mmHg
(normal: 83-108 mmHg), PaCO: 34.0 mmHg (normal:
83-108 mmHg), and pH 7.47 (normal: 7.35-7.45).
Chest CT suggested interstitial pneumonia (Figure 1B).
Testing positive for HIN1 influenza A virus antigen via
nasal swab and demonstrating positive serum IgM
antibodies against HIN1, the patient was diagnosed with
CML complicated by HIN1 virus infection, pulmonary

infection, and respiratory failure. Treatment included
hydroxyurea, imatinib, oseltamivir, and meropenem.

Subsequently, the patient’s oxygen saturation
dropped to 83-95%, requiring transfer to the ICU.
Sputum metagenomic Next-Generation Sequencing
(MNGS) detected HIN1 influenza A virus and human
coronavirus OC43 (Supplementary table 1). High-flow
nasal oxygen therapy, leukocyte reduction, and
intensified  antimicrobial  therapy  (oseltamivir,
meropenem, moxifloxacin, posaconazole) were initiated.
After stabilization, she returned to the hematology
department, but chest CT showed no improvement.
Subsequent sputum cultures revealed carbapenem-
resistant Acinetobacter baumannii (CRAB) and
Stenotrophomonas maltophilia. Multiple antibiotics
(moxifloxacin, biapenem, posaconazole, sulbactam,
meropenem, caspofungin, vancomycin, tigecycline)
were administered, yet recurrent fever and dyspnea
persisted. Ten days later, chest CT showed progression
of bilateral interstitial pneumonia and pleural effusion
(Figure 1C). She was readmitted to the ICU.

In the ICU, high-flow oxygen therapy and
methylprednisolone (60 mg/day) were administered
without further antibiotics. Imatinib was continued for
CML. Her body temperature normalized, and dyspnea
resolved within days. Chest CT 16 days later
demonstrated significant improvement in pulmonary
lesions (Figure 1D).

Data on HIN1 infection in chronic-phase CML
patients are scarce. Adel et al. investigated the 64-slice
multidetector computed tomography (MDCT) findings
in 12 patients with hematological malignancies co-
infected with the HIN1 virus. The study found that all
patients exhibited multiple pulmonary lesions. Among
these, airway wall thickening/dilatation (in all 12
patients), ground-glass opacities (GGO, 9/12), nodules
(6/12), and consolidation (6/12) were the most common
findings. The lesions were mostly bilateral, with more
significant involvement of the left lung and lower lobes,
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Figure 1. Cytomorphology and chest CT images of the present case. (A). The bone marrow smear at the initial visit (1000x, Wright staining).
(B). CT images at the initial diagnosis. (C). CT images before the second transfer to the ICU. (D). Efficacy evaluation after corticosteroid
therapy.

and were predominantly distributed along the
peribronchovascular regions. Acute myeloid leukemia
(AML) was the most common type of underlying
hematological malignancy (8 cases), with the remaining
cases being chronic lymphocytic leukemia, multiple
myeloma, and myelodysplastic syndrome. No cases of
CML were observed.*

Two cases of post-transplant HLN1 infection in CML
patients have been reported: a 35-year-old male with a
history of Allo-HSCT (3 years prior) and discontinued
immunosuppression recovered uneventfully,? while a
54-year-old male in blast crisis with molecular relapse
and lung aspergillosis died.® However, no studies on
community-acquired HIN1 infection in chronic-phase
CML patients exist.

Our case describes a chronic-phase CML patient
whose initial presentation was severe H1N1-related
interstitial pneumonia requiring two ICU admissions.
Despite sputum cultures indicating bacterial co-
infection, antibiotics alone failed to halt disease
progression. Glucocorticoid therapy led to marked
improvement, suggesting an immune-mediated post-
viral infection.

In this patient, pneumonia occurred before the
diagnosis of CML. Following the diagnosis, the patient
received treatment with imatinib. Some studies suggest
that imatinib may impair the functions of various cells
involved in the immune response, particularly cell-

mediated immunity.*> Breccia et al. evaluated the
infection risk in patients with chronic-phase CML
treated with imatinib. The results showed an overall
infection rate of 14%, primarily consisting of herpes
zoster (8.4%) and pneumonia (2.8%). Their study
indicates that while imatinib may affect cellular
immunity by reducing lymphocyte counts, it does not
significantly increase the risk of severe infections in
chronic-phase CML patients. Herpes zoster reactivation
was the most common, yet manageable, complication,
and routine prophylaxis is not required.®

Tyrosine kinase inhibitor (TKI) therapy for CML
may also cause non-infectious pulmonary complications,
including interstitial lung disease. While the incidence
of TKl-related ILD is unclear, cases of imatinib-
associated interstitial pneumonia have been reported.
Histologic analysis may reveal cytotoxic or non-
cytotoxic lung injury.”® In this case, pulmonary lesions
predated TKI initiation but later improved with
antimicrobial and corticosteroid therapy during
continued imatinib treatment. This outcome suggests
that TKI did not appear to contribute to the lung injury.

In conclusion, we present a rare case of chronic-
phase CML with H1N1-related interstitial pneumonia as
the initial  presentation.  Further  large-scale
epidemiological studies are needed to clarify the
characteristics of HIN1 infection in this population.
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