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Conclusions

 TRITON-CM is a global, randomized, double-blind, event-driven Phase 3 CV outcomes study that will investigate the efficacy and safety of nucresiran in patients with transthyretin amyloidosis with cardiomyopathy (ATTR-CM)
* Nucresiran is an investigational RNAI therapeutic with advanced target specificity that is capable of rapid, deep, and durable knockdown of transthyretin (TTR) with low interpatient variability
 TRITON-CM will test the hypothesis that nucresiran can reduce all-cause mortality and recurrent CV events in patients with ATTR-CM

ATTR-CM

» Transthyretin amyloidosis (ATTR) is a progressive and fatal condition caused by
deposition of misfolded TTR as amyloid fibrils in multiple tissues’3

« ATTR is classified as either hereditary (hATTR) or wild-type (WtATTR), depending on the
presence or absence of amyloidogenic TTR gene variants'*

» Accumulation of wild-type or variant TTR amyloid fibrils in the heart leads to
cardiomyopathy (ATTR-CM)?°

« ATTR-CM is characterized by progressive heart failure, declines in functional status and
quality of life, increased hospitalizations, and reduced survival®’

RNA Interference (RNAIi) Therapeutics
» RNAI therapeutics suppress the hepatic production of TTR by targeting wild-type and
variant TTR mRNA for degradation (Figures 1 and 2)

Figure 1. Mode of Action of RNAI Therapeutics
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» Rapid TTR knockdown with RNAI therapeutics improves outcomes for patients with
ATTR with polyneuropathy or cardiomyopathy8-"°

* Most recently, the HELIOS-B study showed that vutrisiran knockdown of TTR improved
outcomes for patients with ATTR-CM across multiple domains, including reducing CV
events and all-cause mortality and improving functional capacity and quality of life'®

» The positive effects observed in HELIOS-B add to the growing evidence that RNAi-based
therapeutics that knockdown TTR can improve clinical outcomes in ATTR-CM

+ Greater TTR knockdown offers the potential for further improving outcomes, as has
been observed in other forms of amyloidosis™'2
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Figure 2. Therapeutic Hypothesis: Rapid and Deep TTR Knockdown by Figure 4. Nucresiran TRITON-CM Phase 3 Study Design
Nucresiran Will Improve Outcomes and Quality of Life for Patients with ay : h
ATTR-CM Nucresiran Primary Endpoint
o _ _ ) = g%?él\/? - Composite of all-cause mortality and recurrent CV
Hepatic production Patient Population: N~1 250. | 5 300 mg events (event-driven)
of variant and wt TTR  Adults (18-85 years) with wild-type or variant ATTR-CM céa N=840 Secondary Endpoints .
*NYHA class -l Q - Time to first CV event (CV hospitalizations and urgent N‘égesG'I'\r/"l‘“
 End-diastolic interventricular septal wall thickness >12 mm > Z HF visits) or all-cause mortality 300qmg
for males and >11 mm for females by echocardiography é oincet - All-cause mortality
° NT—prOBNP >300 and <8500 ng/L at Screeninga N S(ajze6|\j|) e Recurrent CV events
Disease Trajectory With RNAi Therapeutic % L Background TTR stabilizer permitted ) N~=410 e Change from baseline in KCCQ-0OS )
@® Unstable circulating TTR tetramers @® Rapid knockdown of TTR
J{ Open-label Extension »‘
4 R 4 PR - e *
® Deposition of toxic amyloid fibrils @® Prevent amyloid fibril deposition
into multi-organ tissue Day —45 Screening Period Day 1 (Baseline) Double-Blind Period Minimum 24 Months (Event-Driven) Up to 24 months
; HF and arrhythmia, polyneuropathy z Improve and stabilise Other Key Inclusion Criteria Key Exclusion Criteria
» Medical history of HF with =1 prior hospitalization for HF OR clinical evidence? of HF that *NYHA class IV HF; or NYHA class Ill heart failure AND ATTR Amyloidosis Disease Stage 3¢
z Mortality and hospitalisation z Reduced Tieelineke treétment with a dlulretlc | « Polyneuropathy Disability Score =llla at screening visitd
N _ * Demonstration of ATTR cardiomyopathy by one of the following: - Estimated glomerular filtration rate (eGFR) <30 mL/min/1.73 m?2
ucresllrar.l | o | — Documented TTR amyloid deposits in cardiac tissue regardless of MGUS status - Non-TTR cardiomyopathy, hypertensive cardiomyopathy, cardiomyopathy due to valvular heart
* Nucresiran is an investigational RNAi therapy for ATTR — In the absence of MGUS, ?°mTc scintigraphy with Grade 2 or 3 cardiac uptake disease, or cardiomyopathy due to ischemic heart disease
* Nucresiran utilizes IKARIA™, an advanced platform methodology, to identify — In the presence of MGUS, documentation of TTR protein in noncardiac tissue AND Grade 2 » Received prior TTR-lowering therapy OR plan for or anticipate beginning treatment during
sequences with improved potency and durability as well as target specificity or 3 cardiac uptake on 9MTc scintigraphy screening or the first 24 months following randomization
* In a Phase 1 study (NCT05661916), a single, 300 mg dose of nucresiran led to rapid,
>909 >069 '
90/: TTR(; :andeO\gn oy ’[[r)]ay 1,[?] and pleak_ kPOCk?)(.)W? 9.6 {;_Ilz[y1l33a|3:/.29, ngh was aNT-proBNP >600 pg/mL and <8500 pg/mL for patients with atrial fibrillation. ®PManifested by signs and symptoms of volume overload or elevated intracardiac pressures.
maintained for over 6 months with very low intersubject variability™ (Figure 3) cDefined as NT-proBNP >3000 ng/L and eGFR <45 mL/min.'3 dRequires cane or stick to walk or is wheelchair-bound due to polyneuropathy.
« Encouraging safety and tolerability were observed at all doses in the Phase 1 study
— The majority of adverse events were mild in severity and none were considered o _
related to treatment Study Treatments Statistical Analysis
— No safety signals, including liver-related signals, were identified  Patients will be randomized 2:1 to receive nucresiran 300 mg SC or placebo SC q6M for « The analysis timing is event-driven, requiring a prespecified number of primary composite
_ ] _ at least 24 months (Figure 4) endpoint events
Flgure 3. TTR Knockdown in the Phase 1 StUdy of Nucresiran o After a minimum of 24 months and the double-blind period has ended OR after  The CompOSite endp0int of all-cause mortallty and recurrent CV events will be analyzed
o 2738: Treatment: | | completing 5 years in the double-blind period, patients initially randomized to placebo by a modified Anderson—Gill model
> 60 . Zlaceb(.) (n=11020) e _._Eucresfran 2(;89 (n=6)_6 _*_Eucresfran égomg (n=2 will switch to nucresiran and all patients will receive open-label treatment with nucresiran » Time to first CV event or all-cause mortality, and time to death from any cause will be analyzed
§ 501 N“z;::::: 800 29 E::G; ucresiran 300 mg (n=6) ueresiran 600 mg (n=6) for up to 24 months during the extension period using a log-rank test; hazard ratio will be estimated using a Cox proportional hazards model
= gg: ’ 91 * Recurrent CV events will be analyzed using a negative binomial regression model; relative
28 20- rate ratio will be generated
dg’,E 18: e i ) + . | % ____________ % ______________ I Explor_atory and Pharmacokinetic/Pharmacodynamic (PK/PD) « Change from baseline in KCCQ-OS will be analyzed using a mixed-effects model of repeated
Se -10- {r ,}* [ i Endpoints measures approach
:)\o § ::238: : » Exploratory endpoints include the change from baseline in: cardiac biomarkers (NT-proBNP,
52 _40 4 \ troponin 1), echocardiographic parameters, NAC stage, NYHA class, EuroQoL-5 Dimensions, ] ]
w504 |\ neurofilament light chain, and oral diuretic intensification/initiation Study Status and Timeline
E;l :?8: \' I » PK/PD endpoints include change from baseline in: serum TTR, plasma PK exposure, and
'é —80 - \ ; the frequency and titers of anti-drug antibodies « The study design, including inclusion and exclusion criteria, have been finalized
_;88: """" — .  Enrolment of adult patients with ATTR-CM is expected to begin in 2025
BL3 8 15 22 29 43 57 90 180 270 315 360

Visit (Days)

Disclosures: MF reports consultancy/advisory boards for Alexion/Caelum Biosciences, Alnylam, AstraZeneca, Attralus, Bayer, BridgeBio/Eidos, Cardior, Intellia Therapeutics, lonis Pharmaceuticals, Janssen Pharmaceuticals, Lexeo Therapeutics, Mycardium, Novo Nordisk, Pfizer, and Prothena; research grants from Alnylam, AstraZeneca, BridgeBio, and Pfizer; salary from the British Heart Foundation Intermediate Fellowship; share options in Lexeo Therapeutics; and shares in Mycardium. AM has received research grants from Attralus, Cytokinetics, lonis, and Pfizer, and consulting fees from
Akros, Alexion, Alnylam, AstraZeneca, Attralus, BioMarin, BMS, BridgeBio, Cytokinetics, Haya, lonis, Lexicon, Pfizer, Prothena, and Tenaya. MSM reports grant support from NIH RO1HL139671 and AG081582; funding to his institution for research from Alnylam Pharmaceuticals, Attralus, BridgeBio, Intellia, and lonis; and personal fees from Akcea, Alnylam Pharmaceuticals, AstraZeneca, Attralus, Intellia, and Novo Nordisk. JM reports institutional payments, consultancy fees, and grants from Amgen, AstraZeneca, Bayer, Cardurion, Cytokinetics, GSK, Novartis, the British Heart Foundation, the
National Institutes of Health National Heart, Lung, and Blood Institute, Boehringer Ingelheim, SQ Innovation, and Catalyze Group; personal consultancy fees from Alnylam, Amgen, AnaCardio, AstraZeneca, Bayer, Berlin Cures, Bristol Myers Squibb, Cardurion, Cytokinetics, lonis, Novartis, Regeneron, and River 2 Renal; personal lecture fees from Abbott, Alkem Metabolics, AstraZeneca, Blue Ocean Scientific Solutions, Boehringer Ingelheim, Canadian Medical and Surgical Knowledge, the Corpus, Emcure Pharmaceuticals, Eris Lifesciences, European Academy of CME, Hikma Pharmaceuticals,
Imagica Health, Intas Pharmaceuticals, JB Chemicals & Pharmaceuticals, Lupin Pharmaceuticals, Medscape, ProAdWise Communications, Radcliffe Cardiology, Sun Pharmaceuticals, the Translation Research Group, and the Translational Medicine Academy; participation on a data safety monitoring board for WIRB-Copernicus Group; and directorship of Global Clinical Trial Partners. SDS has received research grants from Alexion Pharmaceuticals, Alnylam Pharmaceuticals, Applied Therapeutics, AstraZeneca, Bayer, Bellerophon Therapeutics, Boston Scientific, BridgeBio, Bristol Myers
Squibb, Cytokinetics, Edgewise Therapeutics, Eidos Therapeutics, Eli Lilly & Company, Gossamer Bio, GSK, lonis Pharmaceuticals, NIH/ NHLBI, Novartis, Novo Nordisk, Respicardia, Sanofi Pasteur, Tenaya Therapeutics, TheracosBio, and Us2.Al; and has consulted for Abbott, Action Pharma, Akros Pharma, Alexion Pharmaceuticals, Alnylam Pharmaceuticals, American Regent, Amgen, Anacardio, Arena Pharmaceuticals, AstraZeneca, Bayer, Bristol Myers Squibb, Cardior, Cardurion, CellProthera, Corvia Medical, Cytokinetics, Dinaqor, Eli Lilly & Company, GlaxoSmithKline, Intellia, Lexicon
Pharmaceuticals, Moderna, Novartis, Quantum Genomics, Roche, Sanofi Pasteur, Sarepta Therapeutics, Tenaya Therapeutics, TheracosBio, Tremeau Pharmaceuticals, and Valo. ML and PYJ are employees of, and own shares in, Alnylam Pharmaceuticals. RMW reports consulting for Alexion, Alnylam Pharmaceuticals, AstraZeneca, BridgeBio, Novo Nordisk, and Pfizer.

References: 1. Adams et al. J Neurol 2021:268:2109-22; 2. Fontana et al. JACC Cardiovasc Imaging 2025;S1936-878X(24)00458-3; 3. Brito et al. Glob Heart 2023;18:59; 4. Maurer et al. J Am Coll Cardiol 2016;68:161-72; 5. Ruberg et al. J Am Coll Cardiol 2019;73:2872-92; 6. Maurer et al. New Engl J Med 2018;379:1007-16; 7. Gillmore et al. New Engl J Med 2024;390:132—-42; 8. Adams et al. N Engl J Med 2018;379:11-21; 9. Adams D, et al. Amyloid 2023; 30: 18-26; 10. Fontana M, et al. N Engl J Med 2024; 392:33—44; 11. Palladini et al. J Clin Oncol 2012;30:4541-9;
12. Lachmann et al. N Engl J Med 2007;356:2361—-7; 13. Murad A, et al. American Heart Association, 16—18 November 2024. 13. Gillmore et al. Eur Heart J 2018;39:2799-806.

Abbreviations: ASGP, asialoglycoprotein; ATTR, transthyretin amyloidosis; ATTR-CM, ATTR with cardiomyopathy; CV, cardiovascular; eGFR, estimated glomerular filtration rate; GalNAc, N-Acetylgalactosamine; hATTR, hereditary ATTR; HCP, healthcare professional; HF, heart failure; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire — Overall Summary; MGUS, monoclonal gammopathy of undetermined significance; mMRNA, messenger RNA; NAC, National Amyloidosis Centre; NT-proBNP, N-terminal prohormone of B-type natriuretic peptide; NYHA, New York Heart Association;
PD, pharmacodynamics; PK, pharmacokinetics; q6M, every 6 months; RISC, RNA-induced silencing complex; RNAi, RNA interference; SC, subcutaneous; SEM, standard error of the mean; siRNA, small interfering RNA; Tc, technetium; TTR, transthyretin; wt, wild-type; wtATTR, wild type-ATTR.


mailto:medinfo@alnylam.com

