
Madam, one of the major causes of worldwide mortality and 
morbidity is cardiovascular disease (CVD), which also holds for 
Pakistan with hypercholesterolaemia being a modifiable risk 
factor.1 According to a National survey analysis in 2017,1 
hypercholesterolaemia in Pakistan was around 39.3%. 
Although statins are the first-line therapy for 
hypercholesterolaemia, many patients at risk of cardiovascular 
problems do not achieve their target LDL levels, either because 
they cannot tolerate the relatively high statin dose, are already 
on the maximum statin dose, or because their baseline LDL 
levels are excessively high.2 Inclisiran, a PCSK9 inhibitor, can 
be a revolutionary add-on treatment option for these 
individuals. Inclisiran is a small interfering ribonucleic acid 
(siRNA) therapeutic agent, which inhibits the synthesis of 
Hepatic Proprotein Convertase Subtilisin/Kexin type 9 
(PCSK9).3 Hepatocytes synthesize PCSK9 which then enters 
the plasma where it links to the LDL receptor at the EGF-A 
domain. This forms a complex which is subsequently 
internalized by the hepatocyte.3 Furthermore, data suggests 
that the PCSK9 protein chaperones the LDL receptors 
intracellularly, where they are transferred to the lysosomes 
for destruction.3 As a result, fewer LDL receptors on 
hepatocytes impair the low-density lipoprotein cholesterol 
(LDL-C) clearance from plasma, thus increasing the 
circulating LDL-C content. Hence by inhibiting PCSK9, 
Inclisiran plays a significant role in controlling the LDL-C 
levels under a target range. 

Inclisiran treatment with an initial 284mg subcutaneous 
injection, followed by a second injection at 3 months, and half 
yearly continued treatment was approved by the US Food 
and Drug Administration on 5th December 2021 for patients 
with atherosclerotic cardiovascular disease (ASCVD) or 
heterozygous familial hypercholesterolaemia (HeFH) who 
need further LDL-C reduction.4 The results at 17 months, of 
Phase III trials, concluded that Inclisiran produced an 

efficacious and persistent decrease in LDL-C of approximately 
52% compared with placebo. This was not only well tolerated 
amongst the participants but the safety profile was also 
similar to that of placebo.5 The adverse reactions of Inclisiran 
included redness, rash and mild to moderate pain at the 
injection site (3.64%), osteoarthritis (3.9%), shortness of 
breath (5%), upper respiratory tract infections (5.7%), 
bronchitis (5.9%), and arthralgia (5.9%) among others.5 

In Pakistan, the high prevalence of ASCVD severely impacts 
both individuals and the healthcare system. Because of the 
high number of cases in Pakistan, this medicine may make 
a substantial difference. Government and Pharmaceutical 
aid can open gates for conducting clinical trials to assess 
the efficacy and cost feasibility of Inclisiran in Pakistan. 
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