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Commentary

Stiff-person Syndrome and Related Disorders: Diagnostic Challenges, 
Mechanisms, and Emerging Therapies
Fatima Rashid*

Department of Psychiatry, King Saud University, Saudi Arabia

DESCRIPTION
Stiff-person Syndrome (SPS) is a rare neurological disorder 
characterized by progressive muscle stiffness and spasms, 
often leading to significant disability. It primarily affects the 
axial muscles, particularly those in the trunk and limbs, but can 
also involve facial muscles and impair mobility. SPS presents 
with a unique clinical picture that is often misdiagnosed due to 
its rarity and the nonspecific nature of early symptoms, which 
can mimic other movement or musculoskeletal disorders. 
This condition, along with its related disorders, is understood 
to have an autoimmune origin, and the identification 
of autoantibodies has been crucial in diagnosing and 
understanding its pathogenesis. SPS can be associated with 
other autoimmune diseases, such as type 1 diabetes, vitiligo, 
and autoimmune thyroiditis, and is also sometimes linked 
to certain cancers in the form of Para neoplastic syndromes. 
Diagnosis of stiff-person syndrome is complex and typically 
relies on a combination of clinical features, Electromyography 
findings, and serological tests. The hallmark symptom is the 
stiffness of the muscles, which fluctuates but can progress 
over time, becoming severe and debilitating. In many cases, 
muscle stiffness is accompanied by painful spasms triggered 
by sudden movements, emotional stress, or tactile stimuli. 
These spasms can be severe enough to cause falls or fractures, 
further complicating mobility and increasing the risk of 
injury. EMG can help confirm continuous motor unit activity, 
which distinguishes SPS from other conditions like multiple 
sclerosis or Parkinson’s disease. A significant breakthrough in 
understanding SPS came with the discovery of autoantibodies 
against Glutamic Acid Decarboxylase (GAD), an enzyme critical 
for synthesizing Gamma-Aminobutyric Acid (GABA), the 
primary inhibitory neurotransmitter in the central nervous 
system. Approximately 60-80% of patients with SPS have 
elevated levels of anti-GAD antibodies, which leads to reduced 

GABA production and a subsequent increase in muscle activity 
and rigidity. However, the exact relationship between anti-
GAD antibodies and SPS is still not fully understood, as not all 
patients with these antibodies develop the disease. Moreover, 
other antibodies have been identified in SPS patients, such as 
those against glycine receptors and amphiphysin, particularly 
in Para neoplastic cases associated with cancers like small-cell 
lung cancer or breast cancer. This discovery underscores the 
heterogeneity of the syndrome and suggests that different 
autoimmune processes can result in the same or similar clinical 
presentations. Therapeutic approaches to stiff-person syndrome 
focus on symptom management and immunomodulation. 
First-line treatment often involves the use of medications that 
enhance GABAergic transmission. Benzodiazepines, particularly 
diazepam, are commonly prescribed for their muscle-relaxing 
and anti-anxiety properties, as they enhance the effect of 
GABA and help reduce muscle stiffness and spasms. Baclofen, 
a GABA-B receptor agonist, is also frequently used, especially 
in cases where spasms are particularly severe. However, these 
medications primarily address the symptoms of SPS and do 
not modify the underlying autoimmune process. To target the 
autoimmune mechanisms driving SPS, immunomodulatory 
therapies are often employed. Intravenous Immunoglobulin 
(IVIG) has been shown to be effective in many patients by 
reducing the levels of circulating antibodies and modulating 
the immune system. IVIG can lead to significant improvements 
in muscle stiffness and spasms, although its effects may be 
temporary, requiring repeated treatments.

ACKNOWLEDGEMENT
None.

CONFLICT OF INTEREST
The author’s declared that they have no conflict of interest.


