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Methodological Question 

Advances in the understanding of Fragile X syndrome (FXS) have generated interest in the 

development of pharmaceutical treatments and highlighted the need for valid, FXS-specific 

outcome measures. A multi-site collaboration examined the psychometric properties of the 5-

domain Aberrant Behavior Checklist – Community (ABC-C) in patients with FXS.1 This 

resulted in a modified domain structure and scoring of the 58-item ABC-C in FXS (ABC-CFXS). 

The most pertinent modification was to complement the existing 5 domains of Social Avoidance, 

Irritability, Hyperactivity, Stereotypy, and Inappropriate Speech with a sixth (Social Avoidance), 

which is considered more representative of the FXS phenotype than the original version.2 By 

investigating the content validity of the ABC-CFXS from the caregiver’s perspective, the current 

study sought to answer the following methodological question: Does the ABC-CFXS capture 

salient and meaningful outcomes in clinical trials? 

 

Introduction (Aims) 

Fragile X Syndrome (FXS) is a rare genetic disorder characterized by a range of developmental, 

neuropsychiatric, and behavioral symptoms that cause significant impairment and social deficits. 

Due to the complexity of FXS, identifying appropriate and meaningful endpoints for use in 

clinical trials remains challenging; the ABC-CFXS
 was developed to meet the need. To further 

understanding of the most important behavioral symptoms associated with FXS, as well as their 

impact, this study sought to provide qualitative evidence of the content validity of the ABC-CFXS 

in patients with FXS.  

 

Methods 

Two qualitative exercises were conducted: web-based journaling for 5 days and 60-minute 

individual interviews conducted by a trained, experienced moderator. Participants were 

caregivers — primary healthcare decision makers for a child aged 3–18 years with FXS —

recruited through the National Fragile X Foundation.  

 

Results 

Ten caregivers participated. The average age of the children was 10 years. Most (80%) had FXS 

that was caregiver-described as moderate (n = 5) or severe (n = 3); 20% had symptoms described 

as mild (n = 1) or unsure (n = 1). The most frequent FXS-related observable behaviors were 

seeks isolation from others (70% [7/10]); lack of interaction (60% [6/10]); and aggressive to 

others (60% [6/10]). A large majority of caregivers (90% [9/10]) reported at least 1 behavior 

representative of social avoidance (e.g., seeks isolation, prefers to be alone) that negatively 

influenced important activities, such as travel, school, or physician visits. Frequently-reported 

behaviors, including aggression (60% [6/10]) and temper tantrums (50% [5/10]), aligned with the 

Irritability subscale of the ABC-C. Nine caregivers (90%) reported behaviors categorized as 

socially unresponsive/lethargic. Lack of interaction (60% [6/10]) and attention (50% [5/10]) 

were more common than resistance to physical contact (30% [3/10]) and depressive symptoms 

(10% [1/10]). 
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Conclusions 

This study provides qualitative evidence demonstrating the appropriateness of the ABC-CFXS 

Social Avoidance, Irritability, and Socially Unresponsive/Lethargic subscales and their items for 

assessing the core behavioral symptoms associated with FXS. These subscales encompass 

behavioral symptoms of importance to caregivers of children with FXS and have provided an 

opportunity to confirm that this validated outcomes tool meets the needs of this specific patient 

population.  
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