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BACKGROUND METHODS

Persistent Chylomicronemia

= Isreflected by exiremely high plasma triglycerides (> 880 mg/dl)
caused by impaired circulatory clearance of chylomicrons
containing TGs derived from the dief!

= Due to ultrarare bi-allelic recessive variants of lipoprotein lipase

PALISADE: Randomized Placebo-Conirolled Phase 3 Study of Plozasiran in Patients with 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 (> 500 mg/dl)

Primary Endpoint:

= Placebo-adjusted median
percent change in triglycerides
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PALISADE Enrolled Patients with FCS Defined Clinically or Genetically Confirmed

Recurrent hospitalizations for severe abdominal pain
without other explainable cause OR

. History of childhood pancreatitis OR

. Family history of HTG-induced acute pancreatitis

= Criteria included history of multiple TG measurements above 3.
1000 mg/dL, despite best standard of care; plus at least one of
the following: 4

1. Prior genetic testing diagnostic of FCS* OR 5
2. Recurrent episodes of acute pancreatitiss OR
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TRL-Remnants Genetic testing was done on all patients not previously tested for FCS variants

\_/TRL-Remnqms

*Supportive genetic testing includes but is not limited to homozygous, compound heterozygous, or double heterozygote for loss-of-function or otherwise inactivating mutations in genes affecting lipoprotein
lipase activity including LPL, APOC2, APOAS, GPIHBP1, GPD1, or LMF1; or evidence of low LPL activity (< 20% of normal) based on source-verifiable documentation.

§Not caused by alcohol or cholelithiasis.

RESULTS

Table 1. PALISADE Baseline Characteristics

Figure 2. Plozasiran TG and APOC3 Responses
Persisted Over 12 Months with No Significant

Figure 5. Plozasiran Significantly Reduced the
Incidence of Acute Pancreatitist

Figure 4. Plozasiran Lowered TG-Rich
Lipoproteins and Increased LDL-Cholesterol
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TG treatment goals (75% < 880 mg/dL, 50%
< 500 mg/dl), invariant of FCS genotype

= Reductions in TGs and APOC3 were apparent at
1 month and sustained thereafter over 12 months
with comparable efficacy in genetically and
clinically-defined patients

= Reductions in atherogenic TRLs and minor increase
in LDL-C with no change in ApoB

501
ABBREVIATIONS = Favorable safety and tolerability comparable to
APOCS3, apolipoprotein C3; AP, acute pancreatitis; BL, baseline; BMI, body mass index; Cl, confidence interval; CMH, Cochran-Mantel-Haenszel; EOS, end of study; FCS, 259 placebo
familial chylomicronemia syndrome; HbAlc, glycosylated hemoglobin; HDL-C, high-density lipoprotein cholesterol; HL, hepatic lipase; HTG, hypertriglyceridemia; LPL, . . . .
lipoprotein lipase; MCS, Multifactorial Chylomicronemia Syndrome; N, number; Q, quartile; Q1, Tst quartile; Q3, 3rd quartile; SAE, serious adverse event; SD, standard 0 | | | | | | = Plozasiran is a novel therapeuhc candidate for
gﬁ(\;:gg%rr\,oﬁw,vi‘rgengord error of mean; TEAE, treatment emergent adverse event; TG, triglycerides; TRL, triglyceride rich lipoproteins; VLDL-C, very low-density lipoprotein 0 5 4 6 8 10 12 reducing plqsma TG levels and risk of acute
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Study Month

Responses Were Similar by FCS Genotype

*P< 0.0001; tP< 0.05. With Plozasiran vs Placebo.

pancreatitis in patients with persistent
chylomicronemia

*High risk MCS (patients with prior acute pancreatitis events and exceptionally
high TGs).
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