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Introduction
TAFRO syndrome, a rare and complex variant of Castleman disease, 

presents clinicians with a challenging and often mystifying array of symptoms. 
TAFRO is an acronym that stands for thrombocytopenia (low platelet count), 
anasarca (generalized body swelling), fever, reticulin fibrosis (fibrous scarring 
in the bone marrow), and organomegaly (enlarged organs such as the liver 
or spleen). Unlike the more common Multicentric Castleman Disease (MCD), 
TAFRO syndrome is associated with a distinct clinical presentation and a 
more severe prognosis. Patients with TAFRO syndrome often experience 
multi-organ dysfunction, and the syndrome can progress rapidly, leading to 
life-threatening complications [1]. 

In recent years, the medical community has begun to explore various 
treatment options for TAFRO syndrome. Therapeutic Plasma Exchange 
(TPE) has emerged as one of the potential therapeutic interventions. TPE 
involves the removal of the patient’s plasma, which is then replaced with donor 
plasma or a plasma substitute. The rationale behind this therapy is that by 
removing and replacing plasma, one can eliminate harmful substances such 
as autoantibodies, immune complexes, and inflammatory cytokines that may 
be contributing to the disease process. Given the complex, immune-mediated 
nature of TAFRO syndrome, TPE has generated significant interest as a 
possible treatment option [2].

Description
The impact of TPE on TAFRO syndrome remains an area of ongoing 

research and clinical debate. While anecdotal reports and small case studies 
have suggested that TPE may benefit some patients, there is still a lack of 
large-scale, randomized controlled trials to definitively establish its efficacy. 
This article will examine the pathophysiological mechanisms underlying 
TAFRO syndrome, the rationale for using TPE, and the current evidence 
supporting or refuting its role in managing this condition. TAFRO syndrome 
is a subset of idiopathic Multicentric Castleman Disease (iMCD), a rare and 
poorly understood lymphoproliferative disorder. In TAFRO syndrome, the 
immune system becomes dysregulated, leading to a hyperinflammatory state 
that can cause widespread organ damage. This hyperinflammatory state is 
driven by the overproduction of cytokines such as interleukin-6 (IL-6), a pro-
inflammatory molecule that plays a central role in the pathogenesis of TAFRO 
syndrome [3]. 

Given the immune-mediated nature of TAFRO syndrome, TPE has been 
proposed as a therapeutic option. TPE is commonly used in the treatment 
of autoimmune diseases and conditions characterized by abnormal immune 

activation. In the case of TAFRO syndrome, the primary goal of TPE is to 
remove circulating cytokines, autoantibodies, and other inflammatory 
mediators that contribute to the disease process. By removing these harmful 
substances from the plasma, TPE aims to reduce the hyperinflammatory state 
and prevent further organ damage. The use of TPE in TAFRO syndrome is 
supported by the observation that cytokines such as IL-6 play a critical role 
in the pathogenesis of the disease. IL-6 is produced by various cells in the 
immune system and acts as a key regulator of inflammation. In TAFRO 
syndrome, elevated levels of IL-6 drive the excessive inflammatory response, 
leading to the characteristic symptoms of the syndrome. By removing IL-6 and 
other inflammatory mediators from the circulation, TPE has the potential to 
reduce inflammation and alleviate symptoms [4].

Despite the theoretical rationale for using TPE in TAFRO syndrome, 
clinical evidence supporting its use remains limited. Most of the data 
on TPE in TAFRO syndrome come from small case reports and series. In 
some of these reports, patients with TAFRO syndrome who underwent TPE 
experienced significant improvement in their symptoms and overall clinical 
status. For example, there have been cases in which patients with severe 
TAFRO syndrome who were unresponsive to conventional treatments such as 
corticosteroids and immunosuppressive drugs showed marked improvement 
after undergoing TPE. In these cases, TPE was associated with a reduction in 
fever, fluid retention, and organ dysfunction [5]. 

Conclusion
In conclusion, TAFRO syndrome is a rare and complex disorder 

characterized by a hyperinflammatory state and multi-organ dysfunction. The 
immune-mediated nature of the disease has led to the exploration of various 
immunomodulatory therapies, including therapeutic plasma exchange. TPE 
has the potential to reduce inflammation and improve symptoms by removing 
harmful cytokines and other inflammatory mediators from the circulation. 
However, clinical evidence supporting the use of TPE in TAFRO syndrome 
remains limited, and further research is needed to determine which patients 
are most likely to benefit from the therapy. Given the risks associated with 
TPE, the decision to use this therapy should be made on a case-by-case basis, 
taking into account the severity of the disease, the patient's overall clinical 
status, and the potential risks and benefits of the procedure. While TPE holds 
promise as a treatment option for TAFRO syndrome, more research is needed 
to fully understand its role in managing this challenging condition.
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