
The target LDL cholesterol levels
According to the Malaysian and international guidelines, target 
low-density lipoprotein cholesterol (LDL-C) levels depend on the 
patient’s cardiovascular (CV) risk factors. Patients are classified 

as low-, intermediate- (moderate-), high- or very high-risk for 
cardiovascular disease, and treated accordingly (Table 1).1 The 
American College of Cardiology/American Heart Association Clinical 
Practice Guidelines stratified patients according to their age and CV 
risk: 20–39 years old to be treated if their LDL-C ≥4.1 mmol/L and 
they have a family history of premature ASCVD; 40–75 years old 
with LDL-C 1.8–4.8 mmol/L to be treated if their 10-year ASCVD risk 
≥5%; any age group to be treated if their LDL-C ≥4.9 mmol/L.2 Apart 
from high LDL-C levels, patients may also have other CV risk factors 
including high triglyceride levels and diabetes mellitus. These lead to 
accelerated atherosclerosis process in the entire CV system resulting 
in CV events such as stroke, renal vascular disease, and coronary 
artery disease.1 

INCLISIRAN PROVIDES ADDITIONAL 
LDL CHOLESTEROL-LOWERING 
BENEFIT FOR SELECTED PATIENTS

Consultant Cardiologist Dr Yew Kuan Leong elaborates on the efficacy and 
safety of inclisiran, a new LDL cholesterol-lowering injectable medication 
now available in Malaysia, and the target group of patients benefiting from 
the additional LDL cholesterol-lowering therapy.

Table 1. Definition of CV risk and dyslipidaemia, and target LDL-C levels1,3

Sponsored Interview

*After 8–12 weeks of therapeutic lifestyle changes and following discussion of the risk-benefit ratio of drug treatment with the patient.
**whichever results in low LDL-C levels.
***In patients on dialysis, drug treatment is not indicated for primary prevention of CVD.

Global CV risk LDL-C levels to start drug 
therapy (mmol/L) Target LDL-C levels (mmol/L)

Low risk
•	 Framingham risk score (FRS) that confers 10-year CV risk 
	 of <10%

Clinical judgment* <3.01,2

Intermediate/ Moderate risk 
•	 FRS that confers 10-year CV risk of 10–20%

>3.4*
<3.01

<2.62

High risk
•	 FRS that confers 10-year CV risk >20%
•	 Diabetes without target organ damage
•	 CKD with GFR 30–60 mL/min/1.73m2 (stage 3)
•	 BP >180/110 mmHg

>2.6

≤2.6 or reduction of >50% 
from baseline1**

<1.8 and reduction of ≥50% 
from baseline2

Very high risk
•	 Established CVD
•	 Diabetes with proteinuria or a major risk factor such as 
	 smoking, hypertension, or dyslipidaemia
•	 CKD with GFR <30 mL/min/1.73m2 but not dependent on 
	 dialysis (≥ stage 4)***

>1.8

<1.8 or reduction of >50% 
from baseline1**

<1.4 and reduction of ≥50% 
from baseline (requires 

high-intensity LDL-C lowering 
therapy)2

The efficacy and safety of inclisiran
The new LDL-C lowering therapy, inclisiran is in the form of a 
pre-filled syringe, which is convenient to store, does not need 
refrigeration, and easily administered as a single dose of inclisiran 
284 mg in 1.5 mL solution via subcutaneous injection in the 

abdomen, upper arm, or thigh.4 The injection is well tolerated though 
some patients may have adverse reactions at the injection site.4

Inclisiran is potent with a rapid LDL-C lowering effect that lasts for at 
least 6 months when given in combination with oral LDL-C lowering 
therapy as shown in the ORION-10 and ORION-11 trials (Figure 1).5
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Therefore, inclisiran is a convenient solution for patients by reducing 
the frequency of doctor’s follow up to every 6 months.

The target groups that would benefit from inclisiran include high-
risk patients with multiple recurrent CV events despite being on 
maximum tolerated oral dose of statin with or without ezetimibe; 
those intolerant of the maximum or any dose of statin; those with 
heterozygous familial hypercholesterolaemia (FH); and those who 
forget to take the oral statin regularly.4 

Case study6

In 2018, a 68-year-old woman presented with minor heart disease, 
which was detected via CT coronary angiogram. Despite this, 
she ceased medication. Fast forward to 2022, she presented 
with chest pain which was attributed to exertional angina due to 
artery narrowing. By then, her LDL-C levels had surged to 4.28 
mmol/L. Optical coherence tomography (OCT) images taken during 
angiography delineated the atherosclerotic plaque in her coronary 
artery. The OCT clearly showed how untreated high cholesterol 
hastened the atherosclerotic process in just 4 years. Urgent 
intervention ensued: a stent was inserted to restore the blocked 
artery and the patient was subsequently treated with atorvastatin 80 
mg and then inclisiran to reduce LDL-C levels.* After 1 month, her 
LDL-C levels dropped to 0.860 mmol/L and dropped further to 0.20 

mmol/L after another 4 weeks. The atorvastatin dose was tapered to 
40 mg and after 4 months, her LDL-C levels stabilised at 0.61 mmol/L. 
This case study demonstrates the potency of combined high-dose 
statin and inclisiran to achieve target LDL-C levels, which may not be 
possible if a single agent is used alone. When inclisiran was given 
together with atorvastatin, the atorvastatin dose could be reduced 
from 80 mg to 40 mg to overcome muscle ache.

ASCVD, atherosclerotic cardiovascular disease; CPG, clinical practice guidelines; CT, 
computed tomography; CV, cardiovascular; CVD, cardiovascular disease; FH, familial 
hypercholesterolaemia; FRS, Framingham risk score; LDL-C, low-density lipoprotein 
cholesterol.

Figure 1. Inclisiran’s LDL-C lowering effect5
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20

0

-20

-40

-60

-80

-100
0 90 150 270 330 450

Inclisiran

Placebo

Pe
rc

en
ta

ge
 C

ha
ng

e
fr

om
 B

as
el

in
e

510 540

780
781

Placebo
Inclisiran

No. of Patients
Days

Percentage Change in LDL Cholesterol, ORION-10 Trial

762
758

745
757

724
737

715
731

698
721

666
691

670
705

A

20

0

-20

-40

-60

-80

-100
0 90 150 270 330 450

Inclisiran

Placebo

Pe
rc

en
ta

ge
 C

ha
ng

e
fr

om
 B

as
el

in
e

510 540

807
810

Placebo
Inclisiran

No. of Patients

Percentage Change in LDL Cholesterol, ORION-11 Trial

797
790

785
796

774
778

773
773

764
768

739
724

749
742

C

Days

150

125

100

75

50

25

0
0 90 150 270 330 450

Inclisiran

Placebo

LD
L 

Ch
ol

es
te

ro
l

Le
ve

l (
m

g/
dl

)

510 540

780
781

Placebo
Inclisiran

No. of Patients

Absolute Change in LDL Cholesterol, ORION-10 Trial

762
758

745
757

724
737

715
731

698
721

666
691

670
705

B

Days

125

100

75

50

25

0
0 90 150 270 330 450

Days

Inclisiran

Placebo

LD
L 

Ch
ol

es
te

ro
l

Le
ve

l (
m

g/
dl

)

510 540

807
810

Placebo
Inclisiran

No. of Patients

Absolute Change in LDL Cholesterol, ORION-11 Trial

797
790

785
796

774
778

773
773

764
768

739
724

749
742

D

Key takeaways

1.	 Target low-density lipoprotein cholesterol (LDL-C) levels 
depend on the patient’s CV risk factors.1,2

2.	 The new LDL-C lowering therapy, inclisiran is in the form 
of a pre-filled syringe, which is convenient to store, 
does not need refrigeration, and easily administered as 
a single dose of inclisiran 284 mg in 1.5 mL solution via 
subcutaneous injection in the abdomen, upper arm, or 
thigh.4

3.	 Inclisiran is potent, with a rapid LDL-C lowering effect that 
lasts for at least 6 months when given in combination 
with oral LDL-C lowering therapy.5

References
1. Ministry of Health Malaysia. 5th Edition of Clinical Practice Guidelines. Management of Dyslipidaemia 2017. Available at: https://www.moh.gov.my/moh/resources/Penerbitan/CPG/CARDIOVASCULAR/4.pdf. 
Accessed 18 April 2023. 2. Arnett DK, et al. 2019 ACC/AHA Guideline on the Primary Prevention of Cardiovascular Disease: Executive Summary: A Report of the American College of Cardiology/American Heart 
Association Task Force on Clinical Practice Guidelines. Circulation 2019;140(11):e563–e595. 3. Mach F, et al. 2019 ESC/EAS Guidelines for the Management of Dyslipidaemias: Lipid Modification to Reduce 
Cardiovascular Risk. Eur Heart J 2020;41(1):111–188. 4. Novartis Malaysia. Inclisiran Full Prescribing Information. Updated 3 Dec 2020. 5. Ray KK, et al. Two Phase 3 Trials of Inclisiran in Patients with Elevated LDL 
Cholesterol. N Engl J Med 2020;382(16):1507–1519. 6. Direct communication by Dr Yew Kuan Leong.

*Novartis Corporation (Malaysia) Sdn. Bhd. recommends the use of its products only in accordance with the approved indication(s) by the Drug Control Authority of Malaysia. This information is not intended to be 
promoting or recommending indication, dosage or other claim not covered in approved product information. The views presented are the views of the healthcare practitioner, and not necessarily those of Novartis. 
Should you require any further information or assistance, please do not hesitate to contact a representative from the Novartis Medical Department.

For healthcare professionals only. This article was produced with support from Novartis. 
Contents provided are views and opinions of speakers/researchers cited, and do not represent 
views or claims made by Novartis.

Novartis Corporation (Malaysia) Sdn Bhd (197101000541)
Level 18, Imazium, No. 8, Jalan SS21/37 Damansara Uptown, 47400 Petaling Jaya, Selangor, Malaysia. 
Tel: +603 7682 7777  Fax: +603 7682 7000 www.novartis.com.my   

Editorial development by MIMS Medica. The opinions expressed in this publication are not 
necessarily those of the editor, publisher or sponsor.  Any liability or obligation for loss or damage 
howsoever arising is hereby disclaimed. ©2023 MIMS Medica.  All rights reserved. No part of this 
publication may be reproduced by any process in any language without the written permission of 
the publisher. Enquiries: MIMS Medica Sdn Bhd (891450-U), 2nd Floor, West Wing, Quattro West, 
No.4, Lorong Persiaran Barat, 46200 Petaling Jaya, Selangor, Malaysia • Tel: +603 7623 8000 • Fax: 
+603 7623 8188 • Email: enquiry.my@mims.com • Website: www.mims.com • MY-NOV-320   
SYB.LBM.27.MY2212055120



Novartis Corporation (Malaysia) Sdn Bhd (197101000541)
Level 18, Imazium, No. 8, Jalan SS21/37, Damansara Uptown,
47400 Petaling Jaya, Selangor, Malaysia.
Tel:  +603 7682 7777    Fax:  +603 7682 7000    Website: www.novartis.com.my
SYB.CME.18.MY2212150117

For Healthcare Professionals Only.

Reference: 1. Novartis Malaysia. SYBRAVA™ (inclisiran) Full Prescribing Information. Updated 3 Dec 2020.

2 REASONS TO
LOVE SYBRAVA®

(inclisiran)
Effective and

consistent 
LDL-C reduction

with 2 doses
a year1*† 

6-month 
dosing 
guarantee1‡

*Two doses a year after two initial doses.1

†LDL-C reduction was maintained during
each 6-month dosing interval.1

‡When administered by an HCP.1 
LDL-C, low-density lipoprotein cholesterol.

As a strong complement to a maximally tolerated statin1

FULL PRESCRIBING
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