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Introduction
Bexarotene, a synthetic retinoid that selectively activates retinoid 

X receptors, has been an important therapeutic agent for the 
management of refractory Cutaneous T-Cell Lymphomas (CTCL) 
since its approval by the FDA in 1999. Despite its extensive use in 
clinical practice, detailed long-term data on its efficacy and safety 
have been sparse. The Spanish working group of cutaneous 
lymphomas conducted a comprehensive retrospective study spanning 
a decade, involving 216 patients treated across 19 university 
hospitals, thus providing valuable insights into the long-term 
outcomes associated with bexarotene use in CTCL.

Description

Study overview

This multicenter study focused on patients with Mycosis 
Fungoides (MF) and Sezary Syndrome (SS), evaluating the long-term 
effects of bexarotene administered either as monotherapy or in 
combination with other treatments. The analysis encompassed 
treatment duration, therapeutic efficacy, response rates and safety 
profiles, with the aim of elucidating bexarotene's role in the extended 
management of CTCL.

Patient demographics and treatment modalities

The cohort included 216 patients, with a dominant presence of MF 
over SS. Approximately 45% of the participants received bexarotene 
as monotherapy, while others were part of combination therapy 
regimes at different stages of their treatment. The median treatment 
duration reported was 20.78 months, indicating substantial variation 
in treatment lengths, tailored according to individual patient 
responses and tolerability.

Efficacy outcomes

The overall response rate to bexarotene was impressive at 70.3%, 
with complete and partial response rates of 26% and 45%, 
respectively. These figures highlight bexarotene's significant potential 
to induce remission in a disease often marked by its resistance to 
treatment. Notably, the response rates varied according to the stage 
of disease and previous treatments, suggesting that bexarotene 
might be more effective when integrated early in the treatment 
protocol or used in conjunction with other therapies.

Safety and tolerability

The safety profile of bexarotene was critically examined, with the 
most common adverse effects being hypertriglyceridemia (79%), 
hypercholesterolemia (71%) and hypothyroidism (52%). These were 
managed effectively with concurrent medication, underscoring the 
drug's manageability even over prolonged periods. The absence of 
grade 5 adverse events reinforces bexarotene's role as a safe long-
term treatment option for CTCL.

The findings from this study reinforce the therapeutic value of 
bexarotene, showcasing its efficacy in both early and advanced 
stages of CTCL. The high overall response rate, combined with the 
drug's manageable safety profile, supports its use as a mainstay in 
CTCL treatment strategies. Importantly, the study provides a deeper 
understanding of the drug's long-term utility, filling a gap in the 
literature where short-term clinical trials predominantly prevail.

The variations in treatment duration and dosage adjustment reflect 
the personalized approach necessary in CTCL management, 
emphasizing the importance of individualizing treatment to achieve 
optimal outcomes. Moreover, the integration of bexarotene with other 
treatment modalities such as phototherapy and systemic therapies 
highlights its versatility and potential synergistic benefits.
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Conclusion
This extensive retrospective study by the Spanish Working Group 

of Cutaneous Lymphomas provides critical insights into the long-term 
use of bexarotene for treating CTCL. The data confirm its efficacy 
and safety, advocating for its continued role in therapeutic regimens, 

especially for patients unresponsive to other treatments. Future 
research should aim to optimize treatment protocols, explore 
combination therapies further and establish guidelines for bexarotene 
usage in early-stage disease, ultimately enhancing patient outcomes 
and quality of life.
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