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BACKGROUND

= Severe hypertriglyceridemia (SHTG) Is characterized * Plozasiran, a hepatocyte-targeted RNAI that reduces circulating TGs by reducing APOCS3,
by triglyceride (TG) levels > 500 mg/dL1-3 a key regulator of TG metabolism (Figure 1)

— Very severe forms (TG> 880 mg/dL) include familial  Figure 1. Plozasiran Targets APOC3, a Key Mediator of TG and Atherogenic
and multifactorial chylomicronemia syndrome (FCS Lipoproteins

CONCLUSIONS

= In patients with SHTG, plozasiran decreased LS
mean % change from baseline APOC3, TGs, and
remnant cholesterol while increasing HDL-C at 24

and MCS)##© weeks (persisting at 48 weeks) for all dose levels:
— FCS (2-9 cases per million) is a rare recessive APOC3 Plozasiran
condition caused by bi-allelic or digenic pathogenic o | — APOCS3 W to -78%, (-48%)
variants in the lipoprotein lipase (LPL) pathway APOC3 Inhibits TRL Catabolism and Hepatic S"eH”C'”Q_ O&APO% EEab('j‘?S TR'—RcagabO('j'STrg and
— MCS is far more frequent (1/600) and is usually Clearance I;(:?dllng to Increased TGs epatic Clearance eaChang.to educe S _ TG w ‘0 -74% (-58%)
. . ylomicron ylomicron 1
multifactorial APOC3 o G #5EavioL
= Individuals with SHTG have an increased acute nhios TRL - a@s TRy e T — Remnant cholesterol W to -62%, (-45%)
pancreatitis (AP) risk1-3.6 by LPL /. \ oae / LPL
Ozasiran
= Current treatments fail to lower TGs below a threshold A e 7 — HDL-C A\ up to +68%, (+38%)
that exposes patients to the risk of AP1-3 | 7 |
L . - . i al i
= Plozasiran is a highly specific, potent RNAI molecule o s ~ e " Half of patients reached TG values beIO_W_ _
with deep and durable gene silencing that requires @ : - P L@ 150 mg/dL at 24 weeks, thereby normalizing their
infrequent dosing. @ R t L TRL-Remnants i i i
q 9 AIPO%rQTﬁ%EiIShT‘EL_ . fasting triglycerides
Clearance _y INNIDItINg clearance _ _ _ _
uptake by liver receptors = >90% of patients treated with plozasiran achieved
OBJECTIVES TGs < 500 mg/dL at Week 24, below the risk

threshold for Acute Pancreatitis
* The objectives of this study were to evaluate safety and efficacy for lowering TG and atherogenic lipoproteins below pancreatitis risk threshold,

thereby lowering severity/occurrences of AP in patients with SHTG, and to explore optimal dosing = Plozasiran was well tolerated with a favorable

METHODS safety profile in this study

= Consistency of PD effect with minimal interpatient
variability was seen in all patients in the open

= SHASTA-2, a randomized, placebo-controlled, Phase 2b study Figure 2. Study Schema
(NCT04720534) evaluated efficacy and safety of plozasiran in

patients with SHTG and in the open label extension period _S Plozasiran 10 mg (N=54) label extension
= Eligible patients (n=229) randomized 3:1, received a total of 2 doses Screening/ E Plozasiran 25 mqg (N=55 : : : :
(SQ 10, 25, or 50 mg plozasiran) or matched placebo on Day 1 and Diet Run-in = £ g ( ) = Based 0_” these results, RNAl'm ediated §|Ien_cmg
at Week 12 and followed through Wk48 (Figure 2) <6weeks @S Plozasiran 50 mg (N=57) of hepatic APOC3 expression via plozasiran is a
cC . . . . .
= The primary endpoint was percent change from baseline in fasting & Pooled Placebo (N=60) promising potential treatment for patients with
TGs at Week 24 — T T T T T T T T T T SHTG and a phase 3 program in SHTG is
= Analysis of Covariance (ANCOVA) with repeated measures modeling Week O 12 24 36 48 currently underway (ClinicalTrials.gov:
was used for statistical modeling. Doses [} £ 4 FOS NCT06347003, NCT06347016, NCT06347133)
2 Doses, Every 3 Primary Endpoint:
R E S U L T S Month SQ Dosing percent change in
TGs
. . . Table 1. Baseline Characteristics Table 2. Summary of Adverse Events at 48 Weeks
= Plozasiran produced LS mean % change from baseline reductions in ——— T T _ _ _
APQOC3 to -78% and TGs to -74%, at Wk 24 representing trough effect Plggeebo a %arf]'éa” = %Zsar?]'éa” %éari'éa” Iflggé%do Pl%arilran Plgzsar,;lran Pl%éarilran
with quarterly dosing (p<0.0001) (N=61)  (N=54)  (N=55)  (N=56) (N=61) (N:SZ% (N=559) (N:5g)
= 06 change from baseline reductions in APOC3 and TGs were —48% and Mean (SD) age, years 56 (11)  53(10) 56 (11) 54 (11) TEAEs 43(71) 43(80)  36(66)  49(88)
—58%, respectively at Wk48 (p <0.0001) Female, n (%) 14 (23) 8 (15) 12 (22) 16 (28) TEAESs occurring in 2 5 patients
. . . COVID-19 10 (16.7) 10(18.5) 8(14.5 8 (14.0
= The majority (>90%) of patients achieved TGs <500 mg/dL by Wk24 White, n (%) 55(92) 47 (87) 48 (87) 53 (93) . . . (16.7) (18.5) (14.5) (14.0
and 78% persisted through Wk48 Worsening glycemic control 7(11.7) 12((22.2) 9(16.4) 11(19.6)
Mean (SD) BMI, kg/m? 31 (4) 33 (5) 32 (5) 32 (5) Diarrhea 5(8.3) 3(5.6) 1(1.8) 1(1.8)
= Durable reductions in other lipoprotein parameters (remnant . Urinary tract infection 5 (8.3) 3 (5.6) 1(1.8) 2 (3.5)
cholesterol, non-HDL-C, ApoB) were also observed through Wk48 Mean (SD) APOC3,* mg/dL 316 ;;6) 3::’3;25) 3‘;;7) 326((326) Headache 3(50) 8(148) 5(91)  2(35)
= All patients transitioned to 25 mg in the OLE and achieved similar Median (Q1, Q3) triglyceride, mg/dL 5,0 909 (550, 1088) (517, 982) (531, 1028)  Serious TEAEs 10(16.4) 4(74)  2(36)  7(12.9)
i i i i i _bli i . . TEAESs leading to d
reductions in APOC3 and Triglycerides as in the double-blind period Mean (SD) Triglyceride, mg/dL 851 (507) 890 (577) 942 (756) 908 (653) discoﬁtiﬁ%gltri‘gn,OdorsueginterruptionS, ) 1(L9) . .
" There were no deaths Mean (SD) non-HDL-C, mg/dL 185 (79) 209 (74) 206(91) 196(gg)  Of Study withdrawal
. . Local Injection Site Reactions 0 0 0 1 (2)2
o AI_I serious TEAEs were deemgd not r_elated to pIozaswan and resolved Mean (SD) ApoB, mg/dL 05(29) 103 (44) 103(32) 110(55) Acute pancreatitis, > (3) 0 (0) 0 (0) L 2
without sequelae (except 2 patients with malignancies) Mean (SD) remnant cholesterol b adjudicated cases, No. (%)
| | | | Tl ! 115(82) 134(88) 132(98) 124 (92) e 5 5 5 5
= Data includes exposure out to 48 weeks in the double-blind period and
out to 15 months in the open label extension periOd Mean (SD) LDL-C, UC, mg/dL 69 (39) 75 (44) 74 (40) 72 (42) *Worsgnigg glycenﬂic control deJingd by mu:}iple %ycgmic conltlrol paﬁramet?rs including E)ut not limited to hemoglobic Alc, new
onset diabetes mellitus, type 2 diabetes mellitus, diabetes mellitus, erglycemia, insulin resistance. n (%); Worsenin
Mean (SD) HDL-C, mg/dL 30 (12) 28 (9) 30 (]_]_) 31 (13) glycemic control was onl))//pobserved in patients with uncontrolled diabyeQesga); baseline. @local injection sité r()aactions onlg/ include

= All patients who enrolled in OLE are receiving 25 mg plozasiran

events that start on the day of injection and persist for at least 48 hours post injection. °The event in the patient assigned to the
50-mg plozasiran cohort occurred during the safety observation period, at which time the patient’s triglyceride levels had

aAnalysis removed 2 participants with baseline values BLOQ (ad hoc); PBased on calculation: Total cholesterol — HDL-C — LDL-C returned to baseline level of greater than 2000 mg/dL from an on-treatment nadir of 106 mg/dL.

(UC). Data are shown for the full analysis set of 226, ie all randomized patients who received at least 1 dose of plozasiran.

Figure 3. APOC3 Percent Change from Baseline? Figure 4. Triglycerides Percent Change from Baseline
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aAnalysis removed 2 participants with baseline values below limits of quantitation, BLOQ (ad hoc).
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