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Inclisiran : 
Mode of action 



Inclisiran : mode of action 



1.5 mL solution per syringe
• 300 mg inclisiran sodium*
• Water as the diluent 
• Sodium hydroxide and phosphoric acid (pH 7)
• Stored at room temperature

Subcutaneous injection in the abdomen, upper arm or 
thigh by healthcare professionals

*equates to 284 mg inclisiran

1st 2nd 3rd X

Treatment 
initiation

Long-term treatment
Every 6 months

3 months 6 months 6 months

Dose and administration

Injection

Dose regimen

Administration
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No pre- and post-injection monitoring necessary



Inclusion criteria Exclusion criteria

Age ≥18 years Prior or planned use of PCSK9 mAbs

ASCVD or risk equivalent patients1

• LDL-C ≥70 mg/dL (ASCVD)
• LDL-C ≥100 mg/dL (risk equivalent)

MACE within 3 months of randomization

NYHA class III-IV HF or LVEF <30%

Statin treatment
Maximally tolerated doses
Documented intolerance

Uncontrolled severe hypertension

Severe concomitant non CV disease

Ezetimibe allowed Prior/planned other investigational drug

Informed consent required Fasting TG >4.52 mmol/L (400 mg/dL)

Entry criteria

1. ASCVD-risk equivalents – comprising type 2 diabetes, familial hypercholesterolemia, or a 10-year risk of ≥20% by Framingham Risk Score 
or equivalent that had a target LDL-C of <100 mg/dL.

ORION-9 ORION-10 ORION-11
HeFH ASCVD  (CHD, CVD, PAD) ASCVD  (CHD, CVD, PAD)

Stable on a low-fat diet -
ASCVD risk equivalents 
• Type 2 diabetes
• 10-year risk ≥20%
• FH

LDL-C ≥2.6 mmol/L (100 mg/dL) LDL-C  ≥1.8 mmol/L (70 mg/dL) LDL-C ≥1.8 mmol/L (70 mg/dL) in ASCVD 
or ≥2.6 mmol/L (100 mg/dL) in risk equivalent

Trial Specific Inclusion Criteria

Common Criteria
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1. All patients who were randomized, analyzed according to randomization
2. Does not include statin-ezetimibe combination tablets 
« Use of ezetimibe either alone or in combination with statins was low (9.9% in the ORION-10 trial and 7.1% in the ORION-11 trial) »

Patient characteristics Inclisiran Placebo
ITT population1 N = 1833 N = 1827

Age median (range) - years 64 (20-90) 64 (21-89)

Male gender 1226 (67%) 1244 (68%)

United States 814 (44%) 812 (44%)

White race 1670 (91%) 1708 (94%)

Cardiovascular risk factors

ASCVD 1552 (85%) 1555 (85%)

ASCVD risk equivalent 281 (15%) 272 (15%)

Diabetes 687 (38%) 631 (35%)

Hypertension 1456 (79%) 1463 (80%)

Congestive heart failure 213 (12%) 227 12%)

Smoker (current) 311 (17%) 271 (15%)

Familial hypercholesterolemia 340 (19%) 352 (20%)

Concomitant lipid modifying therapy 1761 (96%) 1737 (95%)

Statins 1686 (92%) 1675 (92%)

High intensity statins 1356 (74%) 1345 (74%)

Ezetimibe2 231 (13%) 246 (14%)

ORION-9, -10 & -11

Lipid measures Inclisiran Placebo
N = 1833 N = 1827

LDL cholesterol, mg/dl 111,9 ± 44,9 110,8 ± 43,6

Total cholesterol, mg/dl 190,1 ± 50,7 188,6 ± 49,3

Non-HDL cholesterol, mg/dl 141,5 ± 49,3 140,5 ± 48,1

HDL cholesterol, mg/dl 48,6 ± 15,0 48,0 ±14,1

Apolipoprotein B, mg/dl 99,3 ± 29,4 98,7 ± 28,4

Lipoprotein(a), nmol/l 50,0 (18-185) 46,5 (19-185)

Triglycerides, mg/dl 130 (93-179) 130 (96-183)

PCSK9, µg/l 396,3 ± 146,1 389,3 ± 129,3

Baseline characteristics (n=3660)
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Day 510

Δ−50.7%

No. of patients Day 0 Day 90 Day 150 Day 270 Day 330 Day 450 Day 510 Day 540
Inclisiran 1833 1788 1792 1755 1741 1726 1646 1679
Placebo 1827 1796 1768 1733 1721 1695 1634 1651

*P-value for placebo – inclisiran comparison at each time point <0.0001 

ORION-9, -10 & -11
Primary endpoint – % LDL-C reduction

Durable and potent with consistent effect over 18 months

Δ−55,1 mg/dl (95% CI −57,4; − 52,8; 
p<0.0001)

Δ−52,7 mg/dl (95% CI −54.4, −50.9; p<0,0001)

Secondary endpoint –absolute LDL-C reduction
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Effects on other lipid parameters

Percent Change from baseline to day 510 Placebo Inclisiran p-value

ITT population1           Imputedvalues2 N = 1827 N = 1833

PCSK9 Mean % + 14.8 - 68.2 <0.0001

Total cholesterol Mean % + 2.9 - 29.5 <0.0001

Non HDL-C Mean % + 3.6 - 42.8 <0.0001

ApoB Mean % + 1.7 - 40.2 <0.0001

Lp (a) (day 540) Median % + 0.7 - 19.5 <0.00013

-83%

-32%

-46%

-42%

-20%

1. All patients who were randomized
2. Imputed using a mixed model for repeated measures
3. Non-parametric test; not imputed

ORION-9, -10 & -11
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Inclisiran was generally well tolerated

1. Wright, R.S. et al. J Am Coll Cardiol. 2021;77(9):1182-93; 2. Raal FJ, et al. N Engl J Med. 2020; 382:1520–1530; 3. Ray KK, et al. N Engl J Med. 2020; 382:1507–1519.

Safety Population
TEAE (>2% In any subgroup)

Inclisiran
(n = 1,833)

Placebo
(n = 1,822) Risk Ratio (95% CI)

Diabetes mellitus‡ 212 (11.6) 207 (11.4) 1.02 (0.85–1.22)

Nasopharyngitis 140 (7.6) 134 (7.4) 1.04 (0.83–1.30)

Upper respiratory tract infection 105 (5.7) 103 (5.7) 1.01 (0.78–1.32)

Hypertension 104 (5.7) 104 (5.7) 0.99 (0.76–1.29)

Arthralgia 91 (5.0) 72 (4.0) 1.26 (0.93–1.70)

Back pain 83 (4.5) 77 (4.2) 1.07 (0.79–1.45)

Urinary tract infection 81 (4.4) 66 (3.6) 1.22 (0.89–1.68)

Diarrhea 71 (3.9) 63 (3.5) 1.12 (0.80–1.56)

Bronchitis 78 (4.3) 50 (2.7) 1.55 (1.09–2.20)

Cough 61 (3.3) 54 (3.0) 1.12 (0.78–1.61)

Headache 59 (3.2) 56 (3.1) 1.05 (0.73–1.50)

Angina pectoris 58 (3.2) 57 (3.1) 1.01 (0.71–1.45)

Dizziness 59 (3.2) 55 (3.0) 1.07 (0.74–1.53)

Osteoarthritis 49 (2.7) 62 (3.4) 0.79 (0.54–1.14)

Pain in extremity 60 (3.3) 47 (2.6) 1.27 (0.87–1.85)

Dyspnea 59 (3.2) 47 (2.6) 1.25 (0.86–1.82)

Values are n (%) unless otherwise indicated
†In the independent studies, reported bronchitis was significantly higher with inclisiran vs. placebo in ORION-10 and numerically higher in 
ORION-9 (statistical analysis not available) and ORION-11 (not significant)2,3;
‡Diabetes represents worsening of glycemic control

ORION-9, -10 & -11








