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Abstract Objective: The management of persistent/recurrent febrile infection in patients with hematological

malignancies is challenging. especially for those with unidentified pathogen. In this study. we explore the clinical
setting and timing of incorporating of metagenomics next generation sequencing (NGS) to detect possible patho-
gen. Methods: From July 2020 to September 2021, ten patients had febrile episodes post chemotherapy. Even
with at least two lines of empirical anti-microbial treatment, all patients were still had persistent/recurrent fever.
When a progression on thoracic CT or X-rays was noted during a routine follow-up, bronchoalveolar lavage fluid
(BALF) was obtained for NGS and convention assays for possible pathogens. Results: All ten patients had persis-
tent/recurrent fever when included in this study. At the time of BALF collection, the median time of fever was 8

(2-19) days, median highest temperature recorded was 39. 6(38. 8-40. 7) °C, median number of anti-microbial a-
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gents was 3(1-5), Five of patients had some degree of hypoxia, 9 of patients had complaints of cough. 10 patients

had plural effusion. Nine patients had positive pathogenic finding by NGS assay, while only one patient had posi-

tive finding by conventional assays. The classification of NGS findings included bacteria(5/9), fungi(5/9). virus

(1/9) and Mycobacterium(1/9). Besides 3/9 cases had a mixed pathogenic finding by NGS assay. Anti-microbial

agents were employed according to the pathogenic findings for the nine patients with positive NGS results, and all

patients had alteration of anti-microbial agents. Nine patients had a resolved fever as a result of more targeted anti-

microbial management. Conclusion: In the setting of patients with hematological malignancies, our results sugges-

ted that a close monitoring of thoracic imaging may be necessary for those persistent/recurrent febrile patients who

were treated empirically. A metagenomics NGS assay was highly effective in the detection of the possible pathogen

of the pulmonary infection, especially when BALF was sampled at the time of a progression was noted at the tho-

racic imaging.
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