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Conclusions

* NeuroFeelL is a single-center, observational study that evaluates NfL as a potential biomarker for diagnosis and monitoring of
asymptomatic T TR variant carriers and patients with ATTRv-PN

» These baseline analyses represent a first descriptive step of the study and provide an overview of NfL levels at study baseline according NfL levels are significantly higher
to disease characteristics and severity in patients with ATTRv-PN

» Consistent with the natural history of ATTRv, baseline NfL levels were elevated in patients with ATTRv-PN compared with asymptomatic compared with asymptomatic
TTR variant carriers and increased progressively with disease severity in patients with ATTRv-PN; NfL levels demonstrated correlations TTR variant carriers, and also
with parameters such as NIS, CMAP/SNAP, and troponin | correlate with multiple measures

» Higher NfL levels vs reference values observed in asymptomatic carriers and individuals with low NIS scores indicate that NfL may be Key takeaway of disease severity in patients

useful as a biomarker to detect nerve damage before the onset of symptomatic disease with ATTRv-PN

» Ongoing longitudinal analyses at 12- and 24-month timepoints are planned to further explore the value of NfL as a biomarker of disease
onset in carriers and of disease progression in patients with ATTRv-PN

Introduction

Results (Cont’d)

Hereditary ATTR (ATTRv) Baseline Assessment of NfL Levels

 ATTRv is a progressive, debilitating, and fatal disease caused by TTR gene variants resulting in * At baseline, the NfL levels were significantly higher in patients with ATTRv-PN than in asymptomatic TTR variant carriers
misfolded pathogenic TTR accumulating as amyloid fibrils in nerves, heart and other systems' (mean [SD] 162.7 [134.2] pg/mL [n=182] vs 56.6 [64.7] pg/mL [n=160]; P<0.0001)

« Manifestations of ATTRv present as polyneuropathy (ATTRv-PN), cardiomyopathy (ATTRv-CM), * NfL levels were significantly lower in the TTR variant carriers with PADO of >5 years vs those with PADO <5 years or already
or a mixed phenotype?4-° having passed the estimated age of onset (P=0.0006; Figure 5A)

* The predominant manifestations of ATTRv-PN are sensory, motor, and autonomic neuropathy » Baseline NfL levels in patients with ATTRv-PN were higher than in asymptomatic TTR variant carriers across all age
but symptoms are often diverse, which can delay diagnosis? categories; both were higher than the reference values (Figure 5B)

* ldentifying sensitive biomarkers to aid early detection of active disease onset in asymptomatic * In carriers, NfL levels were greater with increasing age, consistent with the general trend with NfL levels; patients with
T'TR variant carriers and monitoring progression in patients with ATTRv-PN remains an unmet ATTRv-PN demonstrated an overall trend for increasing NfL levels with age from >50 years onward

need that may be key to improving patient outcomes

Neurofilament Light Chain (NfL)
« NfL is a well-characterized biomarker of neuronal damage across a range of neurological

Figure 5. Baseline NfL Levels by A) Cohort Subgroup and B) Age Category in the Total Cohort
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— Electroneuromyography measures, CMAP and SNAP also demonstrated a moderate negative correlation with NfL levels
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