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Refractory recurrent bilateral chylothorax associated with dasatinib therapy: A rare case report
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Abstract

Dasatinib, a BCR-ABL tyrosine kinase inhibitor widely used in the treatment of chronic myeloid leukemia (CML), is known to cause pleural
effusion; however, chylothorax, especially in bilateral and recurrent forms, is extremely rare. We present the case of a 38-year-old male with CML
who developed refractory bilateral chylothorax after six months of dasatinib therapy. Despite chest tube drainage and dietary intervention, the
effusion persisted until the drug was discontinued. Following dasatinib cessation, pleural drainage gradually resolved, and no recurrence was
observed. This case highlights the importance of recognizing dasatinib-induced chylothorax and the need for drug withdrawal in refractory

presentations.
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1. Introduction

Dasatinib is a BCR-ABL tyrosine kinase inhibitor widely used
for first- or second-line treatment of chronic myeloid leukemia
(CML). Pleural effusion is a well-documented adverse effect,
seen in approximately 28% of patients (1). However,
chylothorax—especially bilateral and recurrent—is a rare
manifestation. The pathophysiological mechanism remains
unclear but may involve increased vascular permeability and
lymphatic disruption (2-4).

We report a rare case of refractory recurrent bilateral
chylothorax associated with dasatinib wuse, managed
successfully upon drug discontinuation.

2. Case Presentation

A 38-year-old male with a known history of chronic myeloid
leukemia (CML) diagnosed in 2017 and comorbid chronic
heart failure presented with progressive dyspnea. He had been
receiving dasatinib 100 mg/day for the last 6 months.

At an external facility, bilateral pleural effusions were
identified on imaging. Thoracentesis revealed milky pleural
fluid, and the diagnosis of chylothorax was made based on
available records.

The patient was referred to our hospital following
recurrence of dyspnea. At admission, repeat thoracic CT
confirmed bilateral recurrent pleural effusions (Fig. la).
Bilateral tube thoracostomy was performed at our center, and
milky drainage was noted. Pleural fluid analysis revealed a
triglyceride level of 198.1 mg/dL, cholesterol 67.4 mg/dL,
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WBC 3.95 x10%/uL, lymphocyte ratio 89.1%, and LDH 231
U/L, supporting the diagnosis of chylothorax. Daily drainage
ranged between 700-900 mL from each side.

Given the temporal relationship and lack of alternative
etiologies (no trauma, infection, malignancy, or thoracic duct
injury), dasatinib-induced chylothorax was suspected. A strict
low-fat diet based on medium-chain triglycerides was initiated
immediately after confirmation of chylothorax. The patient
was closely monitored for daily pleural drainage and clinical
status. Despite conservative management, high-output
drainage persisted, ranging between 700-900 mL/day from
each hemithorax for 10 consecutive days. The sustained high-
volume bilateral effusion despite dietary intervention was
considered indicative of a refractory clinical course. Long-
chain dietary fat intake was restricted to minimal levels (<10—
20 g/day). Complete enteral fat cessation and total parenteral
nutrition were considered; however, they were not
implemented because the patient remained clinically stable,
and the effusion was suspected to be drug-related.
Pharmacologic therapy, including octreotide, was also
evaluated but was not initiated, as clinical improvement was
anticipated following discontinuation of dasatinib.

Prior to discontinuation, daily pleural drainage remained
between 700-900 mL from each hemithorax despite
conservative management. Following drug cessation, pleural
output gradually decreased to approximately 500 mL/day by
the third day and to around 300 mL/day bilaterally by the end
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of the first week. Concurrently, the fluid appearance changed
progressively from milky chylous to serous. Radiological
resolution was achieved within 10 days (Fig. 1b). As pleural
drainage progressively decreased to minimal levels, chest tubes
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were removed, and no recurrence was observed during follow-
up. The patient remained asymptomatic during follow-up. No
alternative tyrosine kinase inhibitor had been initiated at the
time of manuscript preparation.
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Fig. 1. Chest radiographs demonstrating bilateral pleural effusion at presentation (a) and significant radiological regression 10 days

after discontinuation of dasatinib (b).

3. Discussion

Dasatinib-associated pleural effusions are commonly
exudative and lymphocyte-predominant (1). Chylothorax,
however, is rare, with only a limited number of cases reported
(2, 3). Proposed mechanisms include increased capillary
permeability, immune-mediated endothelial injury, or direct
lymphatic disruption (2, 4, 5).

In this patient, the bilateral and recurrent nature of the
effusion, its chylous character, and lack of response to
conservative measures such as MCT diet and repeated
thoracostomy emphasized the refractoriness of the condition.
Definitive improvement occurred only after dasatinib
discontinuation, which aligns with other case reports (2, 6, 7).
Importantly, the differential diagnosis of chylothorax includes
malignancy (especially lymphoma), trauma (including thoracic
duct injury), infection, and congenital lymphatic disorders.
These were excluded in our case through clinical and
radiological evaluation. In the literature, chylothorax
associated with dasatinib has been reported to occur from a few
months up to several years after therapy initiation (3, 6).
Management strategies include drug discontinuation,
alternative TKI use (e.g., nilotinib or bosutinib), and supportive
care (4, 7). Pleurodesis or surgical interventions may be
considered in refractory cases (5).

Recent literature indicates that dasatinib-associated
chylothorax, although rare, often presents as bilateral and may
follow a recurrent or persistent course. The onset has been
reported from a few months to several years after initiation of
therapy, and most cases improve after drug discontinuation;
however, refractory or prolonged effusions have also been
described (2,6). These observations support the hypothesis that
dasatinib may induce functional or structural alterations in
lymphatic drainage rather than causing transient fluid retention
alone. The high-output, bilateral, and persistent nature of the
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effusion in our patient is consistent with this more severe
clinical spectrum reported in the literature.

Dasatinib-induced chylothorax, though rare, must be
considered in CML patients presenting with unexplained
pleural effusions, especially when chylous characteristics are
present. When conservative measures fail, discontinuation of
dasatinib is often required. This case emphasizes the need for
awareness of this uncommon but significant adverse effect.
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