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Inclisiran lowers low-density lipoprotein (LDL) cholesterol for up to one year in patients with high 
cardiovascular risk and elevated LDL cholesterol, according to late-breaking results from the ORION 1 
trial presented in a Hot Line LBCT Session at the 2017 ESC Congress.

"The ease of dosing – small volume subcutaneous injections twice a year most likely given by 
healthcare professionals – promises to improve patient adherence to lipid therapy, which has been a 
real problem with all other approaches," said principal investigator Prof. Kausik K Ray, professor of 
public health, Imperial College London, UK, and honorary consultant cardiologist, Imperial College 
NHS Trust.

ORION 1 is a multicenter, placebo-controlled, double-blind, randomized phase II study on the impact 
of single or multiple subcutaneous injections of inclisiran on LDL cholesterol reductions over one year. 
Inclisiran is a first-in-class investigational drug that acts by inhibiting PCSK9 synthesis in the liver. The 
objective was to identify the dose and dosing frequency required for the phase III trials.

The trial included 501 patients with atherosclerotic cardiovascular disease (ASCVD) and elevated LDL 
cholesterol (>70mg/ml) despite maximum tolerated statin therapy and patients without ASCVD but 
with high cardiovascular risk conditions such as diabetes and familial hypercholesterolemia in whom 
LDL cholesterol was >100mg/dl despite maximally tolerated statin therapy.

Patients were randomized into eight treatment groups: a single dose regimen of 200, 300 or 500 mg 
inclisiran, or placebo; or a two-dose regimen of 100, 200 or 300 mg inclisiran, or placebo, at days one 
and 90.

The primary endpoint was the percentage change in LDL cholesterol at six months for each dose of 
inclisiran versus placebo. As previously reported, the two dose 300 mg inclisiran regimen gave the 
greatest reduction in LDL cholesterol at six months.

At ESC, researchers reported results of one of the secondary endpoints, which was the change in LDL 
cholesterol at one year with one or two doses of inclisiran. Against a background therapy of statins 
(73%), alone or with ezetimibe (31%), the time averaged reductions in LDL cholesterol at one year 
with a single dose of 200, 300 or 500 mg inclisiran were   -31.6%, -38.1% and -39.8%, respectively. 
The time averaged reductions in LDL cholesterol at one year with a two-dose regimen of 100, 200 or 
300 mg inclisiran were -31.0%, -41.1% and -46.8%, respectively.

As expected based on predictive modelling, patients began to return to their baseline LDL cholesterol 
values by an average of 2–3% per month, meaning they will be back to their starting levels by about 
18–21 months for the two dose groups. Every patient on the two-dose regimen had a significant 
response and the mean LDL cholesterol reductions over time were practically constant. Safety was 
generally similar between inclisiran and placebo apart from a small numerical excess of injection site 
reactions with the study drug.

Prof. Ray said: "These one year data affirm and extend the six-month results. The two dose 300 mg 
regimens produced the greatest reductions in LDL cholesterol, with an average time-adjusted fall of 
almost 50% at one year. The sustained LDL cholesterol lowering effects of inclisiran were achieved 
without side effects and were accompanied by predictable and gradual reversal. The data support 
dosing twice a year after initial injections on days one and 90."

The study was sponsored by The Medicines Company.  Prof. Ray reports acting as Consultant to The 
Medicines Company.

ORION 1: Twice yearly dosing best for first-in-class investigational drug that 
inhibits PCSK9 synthesis in the liver
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InclisiranはLDLコレステロールを最長1年間低下
させる(LBT Session, Abstract 3064)

心血管系リスクが高くLDLコレステロールが上昇している患者において、inclisiran は低比重リ
ポタンパク（LDL）コレステロールを最長1年間低下させる、とのORION 1 第II相試験の結果が
2017 ESC Congress で発表された。Inclisiran 200、300、500 mg の単回投与における1年間
の時間平均LDLコレステロール低下は、それぞれ、-31.6%、-38.1% および -39.8% であり、2回
投与群ではそれぞれ、-31.0%、-41.1% および -46.8% であった。2回投与群の患者全てにおい
て有意な効果が認められ、経時的な平均コレステロール低下は、ほぼ一定していた。これらの
データから、初回および90日後の年2回の注射が支持される。 

ORION 1：肝細胞で合成されるPCSK9を阻害する画期的新薬は年2回投与が
ベストである
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[News 01] 
炎症を軽減することにより心血管系および
肺がんのリスクが低下する

[News 02] 
早期のリスクファクター介入は洞調律を維持
する

[News 03] 
LDLがどのように低下したかが重要

[News 04] 
リバーロキサバンは心血管系および下肢の
イベントを減少させる

[News 05] 
塩分の過剰摂取は心不全リスクを倍増させる

[News 06]
短期間の抗血小板薬2剤併用療法は長期に
わたり有効性を保つ

[News 07]
病院到着前の抗血小板療法の利点はない

[News 08]
PCIにおける最良の抗血小板薬2剤併用療法
に疑問が投げかけられた

[News 09]
急性MIにおける酸素補充の死亡率に対する
有益性はない

[News 10]
BMI低値はPCI後の予後不良につながる

[News 11]
黄砂と急性心筋梗塞

[News 12]
糖尿病性網膜症における強化スタチン療法の
有益性に疑問が投げ掛けられた

[News 13]
トライアルの結果が腎除神経術の論議を再開
させる

[News 14]
InclisiranはLDLコレステロールを最長1年間
低下させる

[News 15]
睡眠の質の低下は心血管疾患につながる可能
性がある

[News 16]
TAVIは90歳超の患者において安全かつ有効
である

[News 17]
弁膜症を伴う残存肺高血圧症に対するシルデ
ナフィルの効果は不良

[News 18]
高コレステロールは乳がんにおける死亡リス
クを低下させる


