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Background

Hereditary Transthyretin (TTR) Amyloidosis (ATTRv) is a heterogeneous disease with a clinical presentation that varies according to 

geographical area and TTR mutation (1). ATTRv is characterized by deposition of amyloid fibrills derived from accumulation of unstable TTR 

protein. The symptoms of Val50Met-ATTRv mutation are mainly neuropathic and progress to disability and death in most untreated 

patients within 15 years from diagnosis. The neurological signs and symptoms may also be associated with involvement of gastrointestinal 

system, heart, kidney and/or eyes.  We report the case of a patient with ATTRv Val50Met mutation with an atypical initial presentation 

characterized by isolated cardiomyopathy. 

Case report

A 65-year-old man, born di Piemonte (Italy) came to our attention after 2 years of exertional dyspnea. Family history was negative for 

neuromuscular and cardiological diseases. He had been previously diagnosed with hypertrophic cardiomyopathy (figure 1) with Cardiac T1 

Mapping and Extracellular Volume (figure 2 and table) and (99 m) Tc-DPD scintigraphy (Perugini 3) compatible with cardiac amyloidosis. At the 

first evaluation, the patient did not show any symptoms suggestive of dysautonomia and peripheral neuropathy. His neurological examination 

showed isolated bilateral areflexia of achilles deep tendon reflexes. Nerve conduction studies, sympathetic skin response test, blood pressure 

monitoring and heart rate variability, haematological examinations were all normal.  Due to endemic ATTRv in Piemonte, our team performed 

TTR genetic analysis. Surprisingly, the patient carried Val50Met mutation. After 6 months, the patient was clinically viewed again to monitor the 

neurological case. In this span of time, he began symptomatic for impotentia erigendi, and neurological examination showed reduced 

temperature sensation and nocturnal muscle cramps at lower limbs. Then we performed new neurophysiological examination which showed 

isolated bilateral pathological H reflex.

Conclusion

ATTRv is a rare and clinically heterogeneous disease. Val50Met-ATTRv mutation is the most common mutation associated with predominant peripheral 

and autonomic neuropathy (2). The patient we studied represents the first case with Val50Met-ATTRv mutation and predominant cardiac involvement 

without significant peripheral and autonomic neuropathy as initial presenting symptoms. This condition confirms the heterogeneity in the genotype–

phenotype correlation of ATTRv and suggests that probably other factors may interact with disease causing mutations. Moreover, this case stresses 

the importance of a multidisciplinary assessment by different specialties for patients with suspected ATTRv related cardiomyopathy. 
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Figure 1 (A-B-C.) The Contrast 

gadolinium images demonstrated areas 

of Late Gadolinium Enhancement (LGE) 

in inferior-septal wall with a non-

coronary distribution (mid-wall). 

Figure 2 (D-E-F). T1 mapping images 

that evidenced the prolonged T1 (the 

normal T1 mapping in our Laboratory is 

990±42 ms) and prolonged Extracellular 

Volume (ECV normal values 26±3 %).


