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— mNIS+7 is a composite measure of polyneuropathy: higher Plasma NfL Is Increased in Patients with hATTR  Due to the significant heterogeneity in the proteome of
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Neurofilament Light Chain (NfL): Well-Characterized

Marker of Neuroaxonal Injury Figure 2. Change over Time in NfL in Patients Treated with Placebo and Patisiran
* Neurofilament light chain (NfL) has been described extensively
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M et h 0) d ) (A) Levels of NfL in healthy controls and placebo- or patisiran-treated patients at baseline, 9 months, or 18 months; trajectories of individual patients on (B) patisiran or (C) placebo over time, color-

coded by their corresponding change in mNIS+7 (from baseline to 18 months); (D) correlation between change in NfL levels from baseline to 18 months and the corresponding change in mNIS+7

Study Design and Plasma Measurements colored by treatment
* Plasma samples were collected from consenting patients In

the APOLLO study Figure 3. Global Changes in Plasma Proteomes Observed with the Proteome of Patisiran-Treated Patients

— APOLLO (NCT01960348) was a Phase 3, randomized, Trending Toward That of Healthy Controls at 18 Months
placebo-controlled study of patisiran 0.3 mg/kg
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— For each APOLLO patient, a vector (v,) from the mean Direction Between v, and v, ()
hea|thy control to baseline of the APOLLO pa’[ients and a (A) A subset of the measured proteins was used to project the differences between patients with hATTR amyloidosis and healthy controls at baseline onto two principal components (PC1 and PC2)
: that most explained the difference in the data sets; analysis of (B) placebo-treated patients at 18 months and (C) patisiran-treated patients at 18 months is shown in the same PC1 and PC2 space;
second vector (Vz) from baseline to 18 months were used to (D) illustrative diagram depicting v, and v, as well as ¢ and ©; (E) individual patient trajectories are shown, separated by whether patients were on placebo or patisiran treatment

compute two metrics
* ¢ Is the ratio of the magnitude of v, to that of v,

« © is the angle between v, and v, and measures the Conclusion

direction of the proteome shift for the individual patient

* NfL is a well-described biomarker for neuroaxonal damage but limited research has been done thus far on its applicability in hATTR

Results amyloidosis
« Across >1000 unigue proteins that were assessed from samples collected in the APOLLO study, plasma levels of NfL had the most

Multiple Plasma Proteins Differ Significantly Between significant change in regards to patisiran treatment and were reduced following patisiran treatment at 9 and 18 months
Placebo- and Patisiran-Treated Patients (Figure 1) — NfL may serve as a biomarker of nerve damage and polyneuropathy due to TTR amyloid deposition
- A significant change in levels over time was observed for 66 A correlation was seen between each patient’'s change in polyneuropathy (as measured by mNIS+7) and change in NfL over 18
proteins following patisiran treatment (p<4.18x10-°) months, indicating that decreasing levels of NfL are associated with an improvement in polyneuropathy in the APOLLO study
- NfL was identified as having the greatest significance  Patisiran treatment also demonstrated a general shift in the proteome of patients toward that of healthy controls relative to
(p=3.95%x10-21) placebo at 18 months
— A significant decrease in N-terminal prohormone of brain- * This study represents the most comprehensive plasma proteomics analysis in patients with hATTR amyloidosis to date and the first
type natriuretic peptide (NT-proBNP) levels with patisiran system-wide proteomics interrogation of response to an RNAI therapeutic in humans
treatment was also seen (p=7.02x10-14), consistent with the — NIfL offers the potential for earlier diagnosis of polyneuropathy in patients with hATTR amyloidosis and for monitoring disease
decrease in NT-proBNP observed in the APOLLO study progression and/or regression over time, with or without treatment
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