Design and Rationale of TRITON-PN, a Phase 3 Study to Evaluate the Efficacy of Nucresiran
In Patients with Hereditary Transthyretin Amyloidosis with Polyneuropathy
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Conclusions

* Nucresiran is an investigational RNAI therapeutic with advanced target specificity that may provide greater clinical benefits and reduced treatment burden vs established standard of care
in patients with ATTR through deeper, more sustained TTR knockdown, lower interpatient variability, and less frequent dosing

 TRITON-PN is a global, randomized, open-label, Phase 3 study that will investigate the efficacy, safety, PK, and PD profile of nucresiran in patients with ATTRv-PN

 TRITON-PN will assess the impact of nucresiran on disease-relevant outcomes in patients with ATTRv-PN, such as neurologic impairment, QoL, disability, and serum TTR reduction
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ATTRv Is a Progressive and Fatal Disease Caused by
Pathogenic TTR Variants'-2

« Misfolded TTR accumulates as amyloid fibrils in multiple organs and
tissues, including nerves, resulting in peripheral neuropathy?

 ATTRvV has an aggressive course in which disease progression is
associated with worsening symptom severity, decreased QoL,
loss of physical function, and death™#

« Early, targeted treatment of multisystem organ dysfunction is essential
to reduce the burden and progression of ATTRv?

RNAIi Therapeutics Silence the TTR Gene

* RNAI therapeutics reduce hepatic production of both variant and
wild-type TTR at its source (Figures 1 and 2)

 Rapid TTR knockdown with RNAI therapeutics has been shown to
improve outcomes for patients with ATTR with polyneuropathy or
cardiomyopathy?3~°

* More than 10,000 patients with ATTR have received RNAI therapeutics
(patisiran or vutrisiran), some followed for up to 7 years, with more than
25,000 patient-years of treatment exposure as of October 2025°-12

* Deeper TTR knockdown offers the potential for further improving
outcomes, as has been observed in other forms of amyloidosis'3:14

Figure 1. Mode of Action of RNAI Therapeutics

Cell entry
GalNAc
u.%ﬁmolecules Uptgkg and intercellular
SIRNA~ "~ ’“”“'@@u ; trafficking
Linker gea Vs Endosome  Receptor recycling
'rA\eSc(eapF’)tor i back to cell surface

%, Slow release of siRNA
over extended period

RNAI mechanism

siRNA delivered siRNA enters

into cell RISC and unzips Complementary  Target mRNA
pairing | Mg

Target mRNA cleavage
and degradation

Passenger strand

Acknowledgments: The authors would like to thank Jonas Wixner for their contributions to the
development of this content. Medical writing support under the guidance of the authors, was provided by
Kennedy Shaw, MSc, an employee from the Publications and Medical Affairs Division of Omnicom Health
Medical Communications, and was funded by Alnylam Pharmaceuticals in accordance with Good
Publication Practice, GPP 2022 (Ann Intern Med 2022;175:1298-304).

Funding: This study was funded by Alnylam Pharmaceuticals.

Figure 2. Therapeutic Hypothesis: Rapid, Deep, and Sustained Knockdown of TTR
by Nucresiran Will Improve Outcomes and QoL for Patients with ATTRv-PN
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Nucresiran Is an Investigational, Third-Generation RNAi Therapeutic

 Nucresiran utilizes IKARIA™ an advanced platform methodology, to identify sequences with
Improved potency and durability as well as target specificity
* Infrequent dosing every 6 months may also improve patient experience and long-term treatment
compliance™
* [n a Phase 1 study (NCT05661916), a single, 300 mg dose of nucresiran led to rapid >90% TTR
knockdown16
— TTR knockdown was maintained over 6 months with very low intersubject variability (Figure 3)
— Encouraging safety and tolerability were observed; the majority of adverse events were mild in
severity (none were considered treatment-related) and no safety signals, including hepatic
signals, were identified

Figure 3. Nucresiran Phase 1 Results Demonstrate Rapid, Deep, and Sustained
TTR Reduction
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TRITON-PN is a Global, Randomized, Open-Label, Phase 3 Study to Investigate Nucresiran in Patients with ATTRv-PN

 TRITON-PN (NCT07223203) will randomize patients with ATTRv-PN 4:1 to receive nucresiran or vutrisiran, respectively (Figure 4)
* For primary, secondary, and exploratory clinical efficacy endpoints, nucresiran will be compared for superiority against the external placebo control group

of the APOLLO study?

* For the secondary endpoints of serum TTR reduction, nucresiran will be compared for superiority against the in-study vutrisiran arm
* Upon completion of the 18-month treatment period, patients will be eligible to enter the 18-month treatment extension period

Figure 4. Nucresiran TRITON-PN Study Design
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