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ARTICLE INFO  ABSTRACT   
  

 
 
 

Background: Hereditary amyloidosis is a rare systemic disorder with variable organ involvement, 
including the liver, kidney and nervous system. Recent evidence suggests that central nervous system 
involvement in amyloidosis may exacerbate psychiatric symptoms via vascular and structural brain 
changes. Case presentation: We describe a 35-year-old woman with this condition who developed 
chronic affective instability, suicidality, and anxiety which were aggravated after the liver 
transplantation she underwent five years prior. Her psychiatric profile led to suspect Borderline 
personality disorder, raising challenges in diagnosis and management. She had a background of early 
childhood sexual trauma, emotional neglect, and social dysfunction, which likely contributed to her 
emotional dysregulation. In circumstances like this, individualized psychotherapeutic interventions 
are essential to alleviate stress associated with somatic and social factors. Furthermore, due to the 
potential risk of hepatic and renal impairment, pharmacologic treatment was administered with 
caution. Conclusion: This case represents the first reported treatment of a patient with co-occurring 
borderline personality disorder and amyloidosis. Reports describing the clinical overlap between the 
neuropsychiatric manifestations of systemic disease and personality pathology are exceedingly rare, 
making this observation noteworthy. Further detailed research is warranted to elucidate the 
underlying mechanisms and optimize management strategies for such complex presentations. 
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INTRODUCTION 
 
Borderline Personality Disorder is a severe and multifaceted 
psychiatric illness characterized by pervasive emotional 
instability, impulsive behavior, unstable interpersonal 
relationships, and identity disturbance (1). Individuals with 
Borderline Personality Disorder often experience intense fear 
of abandonment, chronic feelings of emptiness, and recurrent 
self-harm or suicidal behaviors (1). Epidemiological studies 
estimate its lifetime prevalence at approximately 1-3% of the 
general population, affecting approximately 10% of 
psychiatric outpatients and up to 20% of inpatients (2, 3). 
Borderline Personality Disorder is frequently accompanied by 
comorbid conditions such as major depressive episodes, 
generalized anxiety disorder, and dissociative symptoms.  

 
 
This significantly complicates both its clinical course and 
management (4-6). Amyloidosis is a group of disorders that is 
characterized by the extracellular deposition of insoluble, 
misfolded protein fibrils called amyloid. These fibrils disrupt 
normal tissue architecture, leading to progressive multiorgan 
failure. The condition can be classified broadly as either 
acquired or hereditary (7). Hereditary Amyloidosis, known as 
Familial Amyloidosis, is an autosomal dominant condition 
resulting from mutations in genes coding for amyloidogenic 
proteins. The most common form is the transthyretin (TTR) 
amyloidosis. However, several non-TTR variants do exist but 
are much rarer (8). The incidence of Amyloidosis is 
approximately 1 case per 100,000 person-years in Western 
countries. In the United States, there are approximately 1275 
to 3200 new cases per year (9). Despite the severity of the 
disease, little is known about the psychiatric manifestations 
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and their treatment in patients with Hereditary Amyloidosis. 
Most common features are mood instability, fatigue, and 
cognitive impairment, which can result either from direct 
central nervous system (CNS) involvement or as secondary 
consequences of coping with a chronic multisystem illness 
(10). Comprehensive treatment should encompass both 
psychological symptoms and neurobiological factors, such as 
hepatic and renal involvement. This case describes a patient 
with Hereditary Amyloidosis who was later diagnosed with 
Borderline Personality Disorder, followed by a notable 
worsening and broadening of psychiatric symptoms, including 
depressive episodes, heightened anxiety, and psychosomatic 
distress. This presentation highlights the need to recognize 
how systemic illness may intersect with personality pathology, 
influencing both diagnostic clarity and integrated management 
strategies for optimal patient care. 
 

CASE PRESENTATION 
 
A 35-year-old woman presented with affective instability, 
suicidal ideation. She had a known diagnosis of Hereditary 
Apolipoprotein A-I Amyloidosis and had undergone liver 
transplantation at age 30. Four years post her liver 
transplantation, she became increasingly emotionally unstable 
and was subsequently hospitalized four times in a psychiatric 
ward due to suicidal ideation, wherein she was diagnosed with 
Borderline Personality Disorder. According to the Diagnostic 
and Statistical Manual of Mental Disorders (DSM-5 TR), she 
met the diagnostic criteria for Borderline Personality Disorder, 
a pervasive pattern of emotional instability, feelings of 
emptiness, fear of rejection, and suicidal ideation. Although 
the patient’s mother was emotionally neglectful and 
unresponsive toward her, there were no developmental delays. 
She experienced significant difficulty maintaining peer 
relationships. She was sexually abused by her relatives in early 
elementary school. Subsequently, she demonstrated poor 
concentration and disruptive behavior in the classroom. She 
exhibited significant mood lability, persistent depressive 
symptoms, feelings of worthlessness, and elevated levels of 
anxiety. She was highly sensitive to criticism and displayed 
fear of rejection. She also expressed uncertainty regarding her 
gender identity and sexual orientation. She is maintained on 
immunosuppressive therapy with antidepressant and anxiolytic 
medications alongside psychotherapy. Her current 
pharmacological regimen includes sertraline 150mg, 
clonazepam 0.5mg, buspirone 15mg, gabapentin 100mg, 
topiramate 100mg, melatonin 5mg, and tacrolimus 6mg. 
Following hospital discharge, she has continued individualized 
behavioral psychotherapy and trauma-focused therapy in the 
outpatient clinic. 
 

DISCUSSION 
 
Borderline Personality Disorder is believed to arise from an 
interplay between genetic vulnerability and early life trauma, 
such as childhood abuse or neglect, which significantly 
increases the risk for developing the disorder (11). These 
environmental and genetic factors contribute to 
neurotransmitter dysregulation, including decreased 
serotonergic activity, which is linked to impulsivity, 
aggression, increased dopaminergic and noradrenergic 
activity, which may underlie emotional reactivity and stress 
sensitivity (12). This imbalance is accompanied by structural 
and functional changes in key brain areas, notably increased 

amygdala activity, reduced volume, and hypoactivation of the 
prefrontal cortex, which is associated with poor conflict 
monitoring and regulation of emotional responses (13). These 
neurobiological alterations culminate in the core features of 
Borderline Personality Disorder, including affective 
instability, impulsive behaviors, distorted self-image, and 
unstable interpersonal relationships (3). Amyloidosis 
encompasses a diverse group of disorders characterized by the 
extracellular deposition of insoluble protein or peptide 
aggregates arranged in a β-pleated sheet conformation, 
resulting in the formation of amyloid fibrils (14). More than 26 
precursor proteins have been identified as capable of forming 
amyloid deposits (15). These deposits may be acquired or 
inherited in origin and can occur either locally or as part of a 
systemic process. Hereditary Amyloidosis arises from 
germline mutations that increase the amyloidogenic potential 
of specific proteins under certain physiological conditions. 
Known genetic variants of transthyretin, apolipoprotein A-I 
(apoA-I), apolipoprotein A-II, fibrinogen Aα-chain, gelsolin, 
and lysozyme have been implicated in hereditary forms of the 
disease (16). ApoA-I is a 28-kDa plasma protein synthesized 
in the liver and small intestine, and it is the main protein of 
high-density lipoprotein (HDL) (17). ApoA-I Amyloidosis 
may occur in a non-hereditary form, characterized by wild-
type protein deposition in atherosclerotic plaques or in a 
hereditary form involving systemic deposition of variant 
proteins (17). A study of 253 carriers of the Leu75Pro variant 
found that 62% developed Amyloidosis while 38% remained 
asymptomatic (18). Renal (11%), cardiac (6%), and hepatic 
(5%) involvement occurs, respectively (19). Neurological 
involvement commonly presents as hoarse voice/dysphonia, 
polyneuropathy, and dermatologic lesions (15, 20-26). And 
there is a case report with Amyloidosis who presented with 
auditory perseveration (30). Although the pathophysiology of 
CNS manifestations remains unclear, some studies suggest 
that amyloid can accumulate as intracellular and extracellular 
aggregates, triggering secondary pathogenic cascades (10, 27). 
Leptomeningeal and cortical small- to medium-sized arteries 
and arterioles are most frequently affected by amyloid 
deposition. In advanced cerebral amyloid angiopathy, affected 
vessels exhibit acellular wall thickening with a smudgy 
appearance on haematoxylin and eosin-stained sections (27). 
On the other hand, there is a paucity of literature addressing 
the psychiatric manifestations in Amyloidosis. Several studies 
involving patients with Amyloidosis have identified a high 
prevalence of mood disturbances, with approximately 30% of 
patients exhibiting symptoms of anxiety and depression (31-
34). More recent findings suggest an even greater burden, with 
48.6% of patients reporting clinically significant levels of 
either depression or anxiety (34). Additionally, small vessel 
pathology has been implicated in the development of 
neuropsychiatric symptoms such as depression, apathy, and 
emotional lability (35). The psychiatric manifestations 
observed in Amyloidosis show considerable overlap with the 
clinical features of Borderline Personality Disorder, including 
affective instability, heightened anxiety, and anergia. 
Therefore, greater attention should be given to these shared 
features during the diagnostic process. Given the complex and 
heterogeneous nature of Borderline Personality Disorder, a 
comprehensive and individualized approach to treatment is 
essential. General therapeutic strategies include establishing 
clear boundaries, maintaining effective communication, and 
addressing maladaptive behaviors (36). Although there 
remains some controversy regarding optimal treatment 
modalities, psychotherapy is widely regarded as the first-line 
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intervention for borderline personality disorder. Among the 
available approaches, dialectical behavior therapy (DBT) and 
mentalization-based therapy (MBT) have demonstrated the 
strongest evidence for efficacy (37). DBT, a form of cognitive 
behavioral therapy (CBT), has been shown to reduce self-
injurious behaviors, suicidal attempts, and the frequency of 
psychiatric hospitalizations (38). In patients with comorbid 
medical conditions such as Amyloidosis, 
psychopharmacologic interventions require careful 
consideration due to potential organ involvement and drug 
metabolism concerns. In such cases, non-pharmacologic, 
evidence-based psychotherapies are generally preferred. 
Nonetheless, psychotropic medications may be used to 
alleviate specific emotional and behavioral symptoms. While 
no pharmacologic agents are currently approved by the U.S. 
Food and Drug Administration (FDA) for the treatment of 
Borderline Personality Disorder, selective serotonin reuptake 
inhibitors (SSRIs) and atypical antipsychotics such as 
quetiapine are commonly prescribed off-label (39). Given the 
potential for hepatic and renal comorbidities in patients with 
Amyloidosis, clinicians must exercise caution with respect to 
drug selection, dosage, and route of administration. 
 

CONCLUSION 
 
This case highlights the complex interplay between a rare 
systemic condition, Hereditary Amyloidosis, and prominent 
psychiatric manifestations in Borderline Personality Disorder. 
The presence of early psychosocial adversity, including 
trauma and neglect, likely contributed to emotional 
dysregulation, while CNS involvement may have contributed 
to symptom severity, although the causal relationship remains 
uncertain. Given the overlapping features between systemic 
disease and personality pathology, careful diagnostic 
evaluation is essential. Furthermore, hepatic and renal 
comorbidities in Amyloidosis necessitate caution in 
psychopharmacologic management. This case underscores the 
importance of multidisciplinary collaboration and supports the 
use of individualized, non-pharmacologic interventions such 
as evidence-based psychotherapy in medically complex 
patients presenting with psychiatric symptoms. Further 
research is warranted to better understand the complexities of 
the neuropsychiatric impact of Amyloidosis and guide more 
individualized treatment approaches in patients with comorbid 
psychiatric and medical conditions.  
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