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Conclusions

* |In HELIOS-B, while patients with ATTR-CM experienced AEs across a range of system organ classes (SOC), vutrisiran-treated patients had fewer AEs overall
— Among the most frequent SOCs, the lowest AE rate ratios were observed in Gl disorders and nervous system disorders (42% and 41% lower AE rates with vutrisiran vs placebo, respectively)
— The SOC of eye disorders also showed a 46% lower AE rate with vutrisiran vs placebo

— Lower AE rates were observed early in the trial for all populations assessed

* While these data are limited by the post hoc nature of the analysis, the results suggest that vutrisiran may provide a treatment benefit extending beyond the primary cardiac manifestations of ATTR-CM
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« ATTR-CM is a progressive, debilitating, and fatal disease caused by the deposition of misfolded TTR Figure 2. Rates of Overall AEs Were 15-31% Lower in

protein in cardiac tissue and other organ systems’-3

— Patients with ATTR-CM (hereditary [ATTRv] or wild-type [ATTRwt]) commonly have multisystemic
manifestations beyond the heart (e.g., polyneuropathy, Gl, renal, or musculoskeletal manifestations), which
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aNT-proBNP >600 pg/mL and <8500 pg/mL for patients with atrial fibrillation.
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disorders, also had a lower event rate with vutrisiran vs placebo:
7.8 vs 13.5 per 100 PY, respectively; ARR: 0.54

Figure 3. AE Rates by SOC Were Consistently Lower With Vutrisiran

vs Placebo Across the Top 10 SOCs in All Populations
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aTop ten SOCs displayed as those with the highest number of AEs overall during the double-blind period. AEs are coded using MedDRA v23.0 preferred terms.
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Figure 4. Lower Overall Rates of AEs Were First Observed Between
Month 3 and 6 of the Double-Blind Period in All Populations
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aAdjusted rate ratio, 95% CI, and P-values are from a Poisson regression model including treatment group, log-transformed NT-proBNP, ATTR type, NYHA class, and age group as covariates,
and the logarithm of the follow-up time as an offset variable. The overall population also included baseline tafamidis use and treatment-by-baseline tafamidis use interaction as covariates.

Figure 5. A Consistent Trend With Early and Continued Separation
of Vutrisiran and Placebo Cumulative Event Curves Was Observed
With Either ATTRv-CM or ATTRwt-CM
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aAdjusted rate ratio, 95% ClI, and P-values are from a Poisson regression model including treatment group, log-transformed NT-proBNP, ATTR type, NYHA class, and age group as covariates,
and the logarithm of the follow-up time as an offset variable. The overall population also included baseline tafamidis use and treatment-by-baseline tafamidis use interaction as covariates.
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