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BACKGROUND & METHODS

Lerodalcibep, a recombinant fusion protein PCSK9-inhibitor, and inclisiran, a siRNA
inhibiting hepatic PCSK9 production, both provided effective LDL-cholesterol (LDL-C)
reduction in a phase 3 trial with subjects randomized to either lerodalcibep or
inclisiran. On completion, subjects were eligible to enter a 72-week open-label
extension (OLE) trial on lerodalcibep.
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Inclisiran:
1 Inhibits hepatic PCSK9, synthesis
- reducing plasma PCSK9 by 60 to 75%
to reduce binding to LDLR and
upregulate LDLR recycling.

Reduce hepatic PCSK9 synthesis:

siRNA (inclisiran)

Trial Registrations: Clinicaltrials.gov ID: NCT04798430; EudraCT: 2020-004394-49




LERODALCIBEP AND INCLISIRAN: OLE STUDY DESIGN

Very high risk CVD, high
risk for CVD or HeFH on lerodalcibep 300 mg QM (=31 days) SC

stable diet & high- —s ) >.4. ______________________
intensity statin* therapy
& LDL-C 285 mg/dL
*Daily atorvastatin 40/80 mg O+ N=58 inclisiran 284 mg SC Days 1 & 90 s’
or rosuvastatin 20/40 mg
Assessments W-9 D1 D30 D60 D90 D120 D150 D180 D210 D240 70 a
screen (1 to 9 wks) treatment (270 days/9 months) LIB003-007 OLE (72 weeks)

Study population: 166 subjects randomized in base trial, 117 (73%) entered OLE and 107 (91%) completed W72

Intervention: On completion of Day 270 subjects received lerodalcibep 300 mg SC monthly in clinic for 3 months,
then ability to self dose and return to clinic 3 monthly.

Setting: 21 clinical centers in 5 countries (France, Germany, Norway, Spain, UK).

Primary efficacy endpoints: LDL-C % change from baseline at Weeks 48 and 72.

Secondary outcomes: achievement of current LDL-C guideline targets, other lipid and apolipoprotein changes.
Safety analysis: included all patients randomized and receiving a dose of study drug.



BASELINE DEMOGRAPHICS: SUBJECTS CONTINUING IN OLE COMPLETING W72

Characteristic Lerodalcibep Inclisiran Total
(N=54) (N=53) (N=107)
Age - yr (range) 58.3 (18-75) | 60.8 (35-82) | 59.5 (18-82)
Sex — male/female (%) 68/32 66/34 67/33
Race: White (%) 96 100 98
CV Risk: Very-High risk for CVD (%) 74% 62% 68%
High risk for CVD (%) 26% 36% 31%
Diabetes Mellitus (%) 13% 19% 16%
Familial Hypercholesterolemia (%) 50% 47% 48.6%
Lipid Lowering Rx: High intensity statin 100% 100% 100%
Ezetimibe 54% 49% 51%
Baseline key lipids
LDL-C (Friedewald) mg/dL; mean(SD) 106.1 (22.9) 116.6 (47.3) | 111.3 (37.3)
Apolipoprotein B mg/dL; mean(SD) 101.3 (17.8) 106.2 (31.3) | 103.7 (25.4)
Lipoprotein (a) mean/median nmol/L 154/47 142/44 148/45
End of base trial (Day 270)
LDL-C (Friedewald) mg/dL; % change -53.7% -45.9% -49.8%
Apolipoprotein B mg/dL; % change -39.7% -32.3% -35.9%
Lipoprotein (a); median % change -26.2% -16.0% -19.4%




INCLISIRAN SUBJECTS SWITCHED TO LERODALCIBEP AT D270

Additional LDL-C (BQuant)
Mean LDL-C (Friedewald) % change from Mean % change from Day 270 at

.« o . . 48 & 72 on lerodalcibep
original baseline in 72 week OLE
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LERODALCIBEP SUBJECTS REMAINING ON LERODALCIBEP
AT D270: ACHIEVED LDL-C (BQUANT) GUIDELINE TARGETS
IN OLE
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INCLISIRAN SUBJECTS SWITCHED TO LERODALCIBEP D270:
ACHIEVED LDL-C (BQUANT) GUIDELINE TARGETS IN OLE

Inclisiran to Lerodalcibep
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MEAN % CHANGE IN APO B AND MEDIAN % CHANGE IN Lp(a) FROM
ORIGINAL BASELINE AT DAY 270 AND W48 & W72 IN OLE
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WATERFALL PLOT PERCENT CHANGE FROM BASELINE:
DAY 270 BASE TRIAL VERSUS WEEK 72 IN OLE
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SUMMARY
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Of 117 patients the OLE 107 (91%) completed all 72 weeks.

Lerodalcibep was well tolerated, with no treatment related serious adverse events.

/2-week primary endpoint; mean & absolute LDL-C reductions of 59.2% & 66.6 mg/dL respectively

Time averaged LDL-C reductions across all visits were 63.4% and 71.4 mg/dL respectively.

Mean ApoB was reduced by 45.3% and median Lp(a) by 35.5%.

LDL-C response over 72 weeks was consistent in those previously on lerodalcibep.

Subjects switched from inclisiran had:
s Substantial additional LDL-C reductions from D270 in base trial of ~40% through week 48 and
30% lower through week 72.

» Additional large reductions in Apo B and Lp(a) and

» Significant increase in subjects achieving guideline LDL-C targets.
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CONCLUSIONS
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Lerodalcibep demonstrated consistent long-term efficacy in those continued on the drug.
Subjects switched from inclisiran to lerodalcibep had synergistic, substantial and prolonged
additional LDL-C, Apo B and Lp(a) reductions and % subjects achieving LDL-C guideline targets.
Treatment with lerodalcibep was consistent with combined inhibition of circulating free PCSK9
from non-hepatic and reduced hepatic synthesis.
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