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CONCLUSIONS

In patients with FCS, Plozasiran rapidly Favorable More patients on placebo Clinically meaningful Plozasiran is a novel investigational
plozasiran markedly reduced and durably lowered safety profile experienced abdomina Improvements in most therapeutic agent for managing extreme
TGs and risk of AP with an TGs below AP risk compared pain leading to hospita QoL indices were hypertriglyceridemia and significantly

admissions for AP with a
prolonged length of stay

thresholds invariant
of FCS genotype

associated improvement in
Indices of Quality of Life

with placebo observed with plozasiran

compared with placebo

preventing risk of AP with improvement
In QoL in patients with FCS

BACKGROUND

RESULTS

Familial Chylomicronemia Syndrome

= |s reflected by extremely high plasma triglycerides (>9.9 mmol/L) caused by impaired
circulatory clearance of chylomicrons containing TGs derived from the diet?!

» |s due to ultrarare bi-allelic recessive variants of LPL; FCS or more common genetic
variants (Multifactorial Chylomicronemia Syndrome)* that impair triglyceride lipolysisi#

— Adults with extreme chylomicronemia can phenocopy classical FCS

= Chylomicronemia causes multiple symptoms (physical, cognitive, emotional), the most
severe being acute pancreatitis and its life-threatening sequelae®8

— Directly related to triglyceride levels (>5.6 mmol/L)
= Traditional therapeutic agents (fibrates, n-3 fatty acids, statins) are generally ineffective10 —

*High risk multifactorial FCS (patients with prior acute pancreatitis events and exceptionally high triglycerides).
Figure 1. Plozasiran: an Investigational siRNA Therapeutic
Targeting APOC3, a Key Regulator of TG and TRL Metabolism

REDUCTIONS IN TRIGLYCERIDES TO < 5.6 mmol/L IMPROVEMENTS IN QUALITY OF LIFE

Figure 6. EORTC-QLQ-C30 QoL Exploratory Endpoints at Month 12
and Over Time for Symptom and Function Scales

Figure 3. Reductions in Triglycerides Initiate 1 Month After Dose

75% of patients reached triglycerides < 9.9 mmol/L
and 50% reached < 5.6 mmol/L at 10 months
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Figure 2. Study Schema
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ABBREVIATIONS

AP, acute pancreatitis; APOC3, apolipoprotein C3; BMI, body mass index; CECT, contrast-enhanced computed tomography; ClI, confidence
interval; CMH, Cochran-Mantel-Haenszel; E = Number of events; FCS, familial chylomicronemia syndrome; HbAlc, glycosylated hemoglobin;
HDL-C, high-density lipoprotein cholesterol; HL, hepatic lipase; HTG, hypertriglyceridemia; IP, investigational product; LPL, lipoprotein lipase;
MRI, magnetic resonance imaging; N, number; PI, principal investigator; PRO, Patient reported outcomes; Q1, Q3, interquartile range; QoL,
Quality of Life; SD, standard deviation; SAE, serious adverse event; SEM, standard error of mean; TG, triglycerides; TEAE, treatment emergent
adverse event; ULN, upper limit of normal; URTI, upper respiratory tract infection; TRL, triglyceride rich lipoproteins; VLDL, very low-density

lipoprotein; W, week.

*The observed difference in COVID-19 occurrence in this trial was not seen in the larger phase 2b trials in mixed hyperlipidemia and severe hypertriglyceridemia
also conducted during the COVID-19 pandemic, and likely was a chance finding
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*Nominal p values statistically significant due to exploratory endpoints are not alpha controlled;TP<0.05; *Cognitive function statistically significant and clinically
meaningful at Month 9; Global Health Status/QOL clinically meaningful with 25mg dose (data not shown).

ACKNOWLEDGEMENTS

Arrowhead and the authors would like to thank the patients who participated and their families, and all investigators and staff who completed the trial;
Nathalie Kertesz of Arrowhead for contributions to writing and review. Nathan Kleinman provided analytical support on behalf of Arrowhead and Heather
Hartley-Thorne of Sephirus Communications Inc. for graphical support and poster design on behalf of Arrowhead.

European Atherosclerosis Society Congress 2025 | May 4-7, 2025 | Glasgow, UK



	Slide 1: Figure 3. Triglyceride Response Over 12 Months

