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Conclusions

* This retrospective US claims study revealed vutrisiran use across a broad range of patients with ATTR-CM in real-world clinical practice.
« Patients with ATTR-CM initiating vutrisiran were more diverse than those in the HELIOS-B clinical trial in terms of sex, race, ethnicity, and loop diuretic use, with a higher prevalence of CV and non-CV comorbidities.
« Vutrisiran was used as first-line therapy by approximately 1 in 3 patients, while others received background TTR stabilizer therapy before vutrisiran.

Methods (continued) Results (continued)

* Transthyretin (TTR) amyloid cardiomyopathy (ATTR-CM) is a progressive - Patients were excluded from the study if they Table 1. Baseline Demographics and Clinical Characteristics for Table 2. Baseline HF Treatments for Patients With ATTR-CM Initiating
and fatal disease, caused by the accumulation of amyloid deposits in the — had evidence of pregnancy, cerebral amyloid angiopathy, light chain Patients With ATTR-CM Initiating Vutrisiran Vutrisiran
myocardial interstitium, which manifests as cardiac and extracardiac amylo|dos|s, or hematopoietic stem cell transplant during the study Optum Clinformatics® HELIOS-B Optum Clinformatics® HELIOS-B
symptoms (1 '2) perIOd; N = 201 N=812 N =201 N=3262
* Management of ATTR-CM includes the use of heart failure (HF) therapies,  — were aged less than 18 years; Age, mean (SD), years 78.4.(7.7) 74.8 (6.7) Loop diuretic use, n (%) 120 (60%) 261 (80%)
as well as ATTR-speC|f|c theraples, mcludmg_TTR stabilizers (ie, tafamidis  _ h3d less than 180 days of pre-index continuous enroliment. Sex, n (%) Bumetanide 5 (12%) NR
and acoramidis) and the TTR silencer (vutrisiran) (2). ’ Furosemide 1(30%) NR
. . . . . Study Outcomes Male 150 (75%) 80 (99%) _
» Vutrisiran is an RNA interference therapeutic that decreases hepatic TTR , _ o . _ . Torsemide 34 (17%) NR
synthesis to reduce the formation of pathogenic TTR amyloid (1). ’ Batsgl_lne clllemo?f[?]phlcs, clinical cr?aragtzrlstlc_s,t.HFl treatments, and index Ra‘.’e’ n (%) None 1 (40%) 65 (20%)
 The HELIOS-B clinical trial showed that vutrisiran reduced all-cause vu r|§|ran ne O_ crapy were analyzed descriptively. , _ ASEL SUli=s) 0(0%) FED, median (IQR), mg 0 (0-40) 40 (10-60)
mortality and recurrent cardiovascular (CV) events versus placebo while » Continuous variables were reported as mean ESD) and median (IQR); Black 58 (29%) 14 (17%) Other medication use, n (%)
maintaining functional capacity and quality of life in patients with ATTR- categorical variables were reported as count (%). White 115 (57%) 67 (83%) Beta-blocker 102 (51%) NR
CM (1). Ethnicity, n (%)" MRA 78 (39%) NR
- Given the United States (US) Food and Drug Administration (FDA) _ Hispanic <11 (< 5%) <11 (< 14%) SGLT-2 inhibitor 90 (45%) <11 (< 3%)
approved vutrisiran for the treatment of ATTR-CM in March 2025 (3), real- ) - Non-Hispanic 145 (72%) 80 (99%) Abbreviations: ATTR-CM, transthyretin amyloid cardiomyopathy; FED, furosemide equivalent dose; HF, heart
world data on vutrisiran use in clinical practice is limited. Patient Attrition BT e AR T 1) (5 51 (25%) 27 (33%) ];aolijuiLen;1l;i&;gf;%l:?arzlsepgipegreé_MRA, mineralocorticoid receptor antagonist; NR, not reported; SGLT-2,
_ ° Among the 305 patients who Initiated vutrisiran during the identification CV comorbidities, n (%)° Cells with n < 11 were suppressed to protect data privacy.
period, 279 patients had pre-index ATTR-CM evidence. Atrial fibrillation | 154 (77%) 197 (60%)¢ aplg;:r:‘f)gr’nefhrg?-lyErlljé)SSu—g ct:(I)in1i(c;)gIO/toriglu(eNt(OZ'lr'gqu??LiQ), based on the multinational patient population who
 To characterize the patient population who received vutrisiran for the - Following the application of the other exclusion criteria, 201 patients were e 156 (789 326 (100% de received vutrisiran (N = 326) (1).
treatmer|1t of ATTR-CM in real-world clinical practice following its FDA included in the final study population. Hypertension . §82°/:; 185( (570/:;d Vutrisiran Line of Therapy
approvar. Baseline Patient Characteristics Prior HE hospitalization 53 (26%) 25 (31%)  Vutrisiran initiations generally increased from April 2025 (n=15; 7%) to
« A descriptive comparison of baseline characteristics available for both Diabetes, n (%) 83 (41%) 56 (17%)¢ September 2025 (n = 39; 19%).
_ Optum and HELIOS-B populations is presented in Tables 1-2.  Vutrisiran was the first-line therapy for 34% of patients (Figure).

Abbreviations: ATTR-CM, transthyretin amyloid cardiomyopathy; CMS, Centers for Medicare and Medicaid

StUdy DeSign and Data Source ° Demographics Ser\{iges; C\(, .cardiova_s.culgr; HF, heart failure; IC_JD.-10-CM, lnt._ernational Classification of Diseases, Tenth * Vutrisiran WoaS mc_)st Commonly used as an add-on to a TTR stabilizer
+ This retrospective cohort study used data from Optum's deidentified - The mean (SD) age of patients was 78.4 (7.7) years, and MOStPaients  Caieims ot s asppressosto conphy i Onuirrs s CISK i and protec i ey (herapy (48%) (Figure). - )
Clinformatics® Data Mart Database from October 1, 2022, through were male (75%) (Table 1). *Data from the HELIOS-B clinical trial (NCT04153149), resricted to US patients who received vutrisiran * Vutrisiran was used to switch from a TTR stabilizer therapy for 17% of
September 30, 2025®(StUdy perIOd)' — The majority of patients were White (57%)), and non-Hispanic (72%), with g:l/a_ll?;é ijgrpgtz“esr,h?ndi;.sing, or unknown data are not presented. patients (Flgure)'
« Optum Clinformatics® encompasses administrative health claims for a notable proportion of Black patients (29%) (Table 1). Evidence of CV comorbidities were defined by /CD-10-CM diagnosis codes. | | Fiaure. Index Vutrisiran Line of Thera
members of large commercial and Medicare Advantage health plans. — Patients predominantly had Medicare insurance (n = 194; 97%). el trlxlof 1136(;)"?2';:.8' el (NETRAT53145), based on fhe mulinafional pafient population who ° P
o ' ifi ' ' ' e All patients in the HELIOS-B population had HF, as it was an inclusion criterion for the trial (1). . .
'zl'ggsldentlflcatlon period spanned April 1, 2025, through September 30, . Clinical Characteristics Flr?F_!lne 69 (34%
: B o . . . ) vutrisiran
* The index date was defined as the first observed vutrisiran administration. Oglle;aeltrif) gf[r? f ??:S{:S,I ;N ere diagnosed with ATTR-CM plus _ _
« Patient characteristics were evaluated during a 6-month baseline period, PO Pty L . . o . ) PreV|ou§Iy Prescribed H_F Tr.eatments | | | Add-on 97 (48%)
- - - - ] — Patients had a moderate-to-high comorbidity burden, with 64% having a — Most patients used loop diuretics (60%), with 30% using furosemide, 17% to TTR stabilizera®
including the index date, with no follow-up analyses. . . _ . _ |
_ Charlson Comorbidity Index of at least 4 (n = 129). using torsemide, and 12% using bumetanide (Table 2).
StUdY Populatlc?n | | — Prevalence of CV comorbidities was high, with hypertension in 82% of — Patients had a low-to-moderate diuretic burden, with a median furosemide Switch 35 (17%)
» Patients were included in the study if they patients, HF in 78%, and atrial fibrillation in 77%; 26% of patients had equivalent dose of 20 mg (IQR, 0-40 mg) (Table 2). from TTR stabilizer?
— initiated treatment with vutrisiran during the identification period; been hospitalized for HF at baseline (Table 1). — Additionally, 51% of patients used beta-blockers, 45% used sodium-
— had baseline evidence of ATTR-CM, defined by /CD-10-CM diagnosis — Diabetes was present in 41% of patients (Table 1). glucose cotransporter 2 inhibitors, and 39% used mineralocorticoid e e o of the study cerio e ) )
. . ue 10 limite OSt-Index data towar eendao e Siu erioqa, secona-iine tnera atterns ma ave
codes for (1) Wlld'type ATTR (le, E8582), or (2) other types of — A total of 38% of patients had evidence of chronic kldney disease (n - 77), receptor antagonists (Table 2) been misclassi?ied; add-on and switch estimates may beil?bject to minor variations.py i ’
amyloidosis, excluding light chain and secondary systemic amyloidosis, including 31% with chronic kidney disease stage 3 (n = 63). aTTR stabilizer treatments included tafamidis alone, acoramidis alone, or a combination of both.

b Add-on line of therapy was represented as a gradient to reflect potential misclassification of add-on
versus switch use.

combined with a CM or HF diagnosis code within 730 days.
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