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Introduction:  Transthyretin (TTR)-mediated amyloidosis (ATTR) is a systemic protein deposition disease characterized by peripheral neuropathy and restrictive cardiomyopathy.  In prior studies we have shown that progression of cardiac amyloidosis can be documented over a 12 month period by measuring left ventricular mass (LVM) by both echocardiography and magnetic  resonance imaging (MRI).  We have now initiated a single center, investigator sponsored, open-label clinical study to assess the safety and tolerability and as a secondary objective to determine if disease progression can be attenuated by suppressing the hepatic synthesis of TTR by treatment with ISIS-TTR Rx, a 2nd-generation 2'-MOE chimeric ASO specific for the TTR mRNA.  Previous studies have demonstrated ISIS-TTR Rx produced 95% reductions in serum TTR levels in a transgenic mouse model. 
Methods:  Subjects are admitted to study with biopsy-proven ATTR and LV wall thickness of ≥1.3 cm.  Baseline studies include echocardiography and cardiac MRI.  Echocardiography is conducted at 12 and 24 months.  MRI is conducted at 24 months.  Serum TTR levels and safety measures are monitored at regular intervals throughout the 24 month treatment period.  ISIS-TTR Rx 300 mg is administered weekly by subcutaneous injection.
Results:  Five patients have been admitted to the study.  To date, three of the patients have been treated >4 months and two patients >1 month.  ISIS-TTR Rx appears to be well tolerated.  
Conclusion:  ISIS-TTR Rx appears to be well tolerated in patients with ATTR cardiomyopathy.  Efficacy evaluation awaits longitudinal studies aimed at determining stability of left ventricular mass.

