
Overall, 11 events were sent for adjudication in the AROAPOC3-2003 trial. Simulated survival probability up to Month 9 is the 
KM estimates from placebo group in SHASTA-2. The extrapolated curve, represented by the dotted line, shows expected 
results if participants had continued receiving placebo in the OLE study. AP event probabilities for the ‘placebo group’, had 
they not switched to ‘placebo to plozasiran treatment group’ beyond month 12, were extrapolated according to the assumption 
of a constant hazard rate, that is, we assume patients continue experiencing events at a constant rate post-SHASTA. 
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SHASTA-2 MUIR

Demographics/Characteristic

Placebo to 
Plozasiran

(N=46)

Continuous 
Plozasiran

(N=123)

Placebo to 
Plozasiran

(N=57)

Continuous 
Plozasiran

(N=192)
Age (years), mean (SD) 56.4 (10.8) 55.8 (11.2) 60.5 (10.1) 63.3 (11.0)
Male, n (%) 33 (71.7) 97 (78.9) 32 (56.1) 108 (56.3)
Race, White,  n (%) 42 (91.3) 111 (90.2) 51 (89.5) 178 (92.7)
BMI (kg/m2), mean (SD) 30.3 (3.7) 31.7 (4.6) 30.7 (5.5) 32.1 (6.4)
TGs, mg/dL, 
median (Q1, Q3)

735.9 
(551.0, 885.3)

684.7 
(549.8, 1057.0)

231.0 
(196.9, 279.9)

228.3 
(184.2, 309.9)

ApoC-III, mg/dL, mean (SD) 32.6 (16.6) 33.9 (16.4) 15.0 (4.8) 15.3 (5.50)
HDL-C, mg/dL, mean (SD) 28.6 (11.5) 29.4 (10.5) 41.4 (10.9) 43.4 (11.9)
Non-HDL-C, mg/dL, mean (SD) 187.0 (81.5) 211.1 (91.9) 147.0 (40.9) 152.1 (47.3)
VLDL-C (calc), mg/dL, mean (SD) 122.4 (85.0) 138.9 (100.3) 47.9 (16.7) 49.7 (21.5)
LDL-C (Martin-Hopkins), mg/dL, 
median (Q1, Q3)

79.0 
(48.0, 114.0)

93.5 
(60.0, 128.0)

103.0 
(84.0, 125.0)

107.0 
(84.5, 142.5)

ApoB, mg/dL, mean (SD) 95.4 (29.6) 107.1 (47.7) 102.0 (27.6) 102.1 (26.0)
Receiving statins, n (%) 33 (71.7) 84 (68.3) 55 (96.5) 177 (92.2)
Type 2 diabetes, n (%) 29 (63.0) 63 (51.2) 26 (45.6) 107 (55.7)

Receiving GLP-1R agonists, n (%) 5 (10.9) 23 (18.7) 6 (10.5) 18 (9.4)
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Table 1. Baseline Characteristics

 Hypertriglyceridemia is highly prevalent and clinically heterogeneous, conferring risk for 
acute pancreatitis at severe triglyceride levels (>500 mg/dL) and increased ASCVD risk 
across moderate elevations (>150-499 mg/dL) due to atherogenic triglyceride-rich 
lipoproteins 1,2

 Apolipoprotein C-III (APOC3) is a key regulator of TRL metabolism, impairing LPL-
dependent and independent metabolism and clearance; genetic loss-of-function variants are 
associated with lower TGs and reduced CV and AP risk, supporting APOC3 as a therapeutic 
target 3-5

 Plozasiran, a hepatocyte-targeted GalNAc-conjugated siRNA, selectively reduces APOC3 
expression and has demonstrated robust TG and atherogenic lipoprotein reductions across 
a spectrum of HTG phenotypes (severe and mixed phenotypes), including LPL-independent 
settings 6,7

 Prior randomized phase 2b trials (SHASTA-2 and MUIR) established short-term efficacy and 
safety of plozasiran in sHTG and HTG; however, long-term durability and safety data have 
been limited 8,9

 This analysis reports 2-year open-label extension results evaluating the long-term efficacy, 
safety, and tolerability of plozasiran 25 mg Q3M across mild-to-severe HTG populations
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Figure 2. Median absolute values in TG in SHASTA-2 and MUIR OLE 

Mean TG value at the parent study baseline is defined as the geometric mean of the last 2 non-missing values prior to the first dose or the last non-missing 
value prior to the first dose if only a single value is available in the parent study. For other lipid related parameter, Parent Study Baseline is defined as the 
last non-missing predose value in the parent study (this includes unscheduled visits). If the measured value at baseline visit is below the limit of 
quantification, then the baseline APOC3 will be missing.

C O N C L U S I O N S
Long-term treatment with 25 mg Q3M of plozasiran 
resulted in sustained and clinically meaningful 
reductions in TG across a broad spectrum of HTG, 
including severe and mixed phenotypes (-83% in 
sHTG and -67% in HTG), through 24 months. 

Favorable and durable improvements in atherogenic 
lipoproteins (including Remnant-C, non-HDL-C, and 
ApoB) and minimal changes (including reductions) in 
LDL-C were observed, supporting the potential 
relevance of APOC3 silencing for both AP and 
ASCVD risk mitigation. 

Majority of patients achieved TG levels below 
thresholds for AP risk or below normal thresholds, 
96% of sHTG patients achieved TG <500 mg/dL and 
63% of sHTG patients and 93% of HTG patients 
achieved TG < 150 mg/dL. 

There was a reduction in AP events, with no APs 
occurring in both studies in the OLE.

Plozasiran demonstrated a consistent long-term 
safety and tolerability profile, with stable glycemic 
parameters, no clinically meaningful liver/renal 
function changes and no new safety signals.

Placebo to plozasiran Continuous plozasiran 
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All graphs show median (Q1,Q3) levels or mean (±SE)% change from baseline (inset). Syringe represents dosing schedule. *Relative to Baseline, at Month 24 OLE

150 mg/dL normal threshold 

Lower rates of AP events were observed with 
longer duration of plozasiran treatment

Figure 4. Kaplan-Meier Plot of Time to First Adjudicated AP 
Event in the OLE

Table 2. Summary of OLE Safety Findings

SHASTA-2 + MUIR, n (%)
Plozasiran 

Pooled (N=418)
All TEAEs 310 (74.2)

Type 2 diabetes mellitus 40 (9.6)
COVID-19 34 (8.1)
Diabetes mellitus 28 (6.7)
URTI 24 (5.7)
Back pain 22 (5.3)

Treatment-related TEAEs 72 (17.2)
Serious TEAEs 60 (14.4)
TEAEs leading to study 
drug discontinuation 26 (6.2)*

Deaths 2 (0.5)†
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Data reported as n (%) TEAEs occurring >5%. *Drug discontinuations in the 
OLE due to: diabetes mellitus (9), type 2 diabetes mellitus (5), glycosylated 
hemoglobin increased (4), sudden cardiac death (1), bladder neoplasm (1), 
cholangiocarcinoma (1), colorectal cancer metastatic (1), small intestine 
adenocarcinoma (1), drug abuse (1), renal impairment (1), rash (1). 
†OLE deaths: sudden cardiac death, cholangiocarcinoma; were not deemed 
to be related to study drug. 

SHASTA-2

Figure 1. SHASTA-2 and MUIR Open-Label Extension Study Designs
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96% of patients achieved TG <500 mg/dL and 63% of patients achieved TG <150 mg/dL* 93% of patients achieved TG <150 mg/dL*

500 mg/dL threshold for AP risk

In SHASTA-2, median TG continued to fall by -83 % (-89.5, -73.5)*

TG, mg/dL

In MUIR, median reductions in TG of -67 % (-73.8, -56.2)*
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Figure 5. Safety Consistent With Index Studies, Including No Clinically Meaningful 
Changes in HbA1c or Liver Function
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Figure 3. Percent Change From Baseline in Lipoproteins in SHASTA-2 and MUIR OLE 
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