
Introduction
• Tyrosine kinase inhibitors (TKIs) have become an 

important therapeutic option for patients with cancer 

and other myeloproliferative disorders.

• TKI discontinuation is often required during treatment 

due to cytopenias, infections, or procedural bleeding 

risk. 

• Abrupt TKI withdrawal can lead to a discontinuation 

syndrome ranging from flu-like symptoms to sepsis-

like features.

• A leading theory is that the re-emergence of cytokine 

mediated symptoms result in an overactive state of a 

patient’s immune system.1

• This overactive pro-inflammatory state can lead to a 

critical shock like-syndrome, acute respiratory 

failure requiring intubation, DIC, and need of 

vasopressors.2,3

Methods
• We performed a case review of two cases of TKI 

discontinuation syndrome.

• We conducted a literature review regarding the 

mechanism for TKI discontinuation syndrome and 

occurrence of its spectrum of presentation.

Case 1
• A 65-year-old male on ruxolitinib for treatment of 

chronic eosinophilic leukemia was admitted due to 

transformation to a myeloid neoplasm with excess 

blasts. 

• At presentation, he exhibited evidence of 

spontaneous tumor lysis syndrome, and ruxolitinib

was discontinued due to thrombocytopenia 

(platelets 36,000/µL). 

• 3 days after ruxolitinib discontinuation, the patient 

clinically decompensated and was upgraded to the 

ICU for septic-like shock. He was 

hemodynamically unstable with hypotension, 

tachycardia, and hypoxia in addition to being 

febrile.

• A broad infectious workup was completed, and the 

patient eventually needed vasopressor support 

and intubation. 

• Work up was negative for infection, and no etiology 

for the sepsis-like features was discovered other 

than ruxolitinib discontinuation. 

Conclusions
• When feasible, rapid discontinuation of TKIs 

should be avoided, and a monitored tapering 

schedule with or without the use of 

corticosteroids should be in place.2

• Additionally, given its critical impact on a patient’s 

health, possible TKI withdrawal should be a 

provider-patient discussion prior to the medication 

being initiated.

References 
1. Malgorzata (Maggie) Szpytma, Damian Gimpel, Gareth Crouch, Jayme S 

Bennetts, Ruxolitinib withdrawal complicating emergency aortic root 

replacement, Interactive CardioVascular and Thoracic Surgery, Volume 

35, Issue 1, July 2022, ivac143, https://doi.org/10.1093/icvts/ivac143

2. Beauverd, Y., Samii, K. Acute respiratory distress syndrome in a patient 

with primary myelofibrosis after ruxolitinib treatment discontinuation. Int J 

Hematol 100, 498–501 (2014). https://doi.org/10.1007/s12185-014-1628-

5

3. Coltro, G, Mannelli, F, Guglielmelli, P, Pacilli, A, Bosi, A, Vannucchi, 

AM. A life-threatening ruxolitinib discontinuation syndrome. Am J 

Hematol. 2017; 92: 833– 838. https://doi.org/10.1002/ajh.24775

Tyrosine Kinase Inhibitor Discontinuation Syndrome
John Bufalini, M.D.1; Kevin Rakszawski M.D.2;

1 Department of Internal Medicine, Penn State Health, Hershey Medical Center;
2 Department of Hematology/Oncology, Penn State Health, Hershey Medical Center

Case 2
• A 79-year-old male with CLL with bulky abdominal 

lymphadenopathy at presentation was started on 

ibrutinib as second line therapy. 

• He required outpatient procedural interventions on 

multiple occasions, each time discontinuing 

ibrutinib beforehand to reduce risk of bleeding.

• With each discontinuation of ibrutinib, the patient 

experienced flu-like symptoms including fevers, 

chills, myalgias, and fatigue.

• The patient’s symptoms improved only with 

restarting ibrutinib. 

Discussion
• Abrupt discontinuation of TKIs can cause a 

discontinuation syndrome presenting with features 

ranging from flu-like illness to sepsis-like features 

(fever, tachycardia, hypotension, hypoxemia). See 

Table 1 for a case series of ruxolitinib withdrawal 

syndrome published by Beauverd et al.2

• Features of this syndrome are most likely 

secondary to a rebound cytokine storm that 

occurs with abrupt discontinuation of a TKI.1,2

Table 1
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