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TOP 10 Cause of Death in Taiwan 2017

Cardiovascular disease is the secondary leading cause of death in Taiwan 
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Atherosclerosis:  A decade-long disease process

Changing Nature of Lesions
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Reversibility of Plaque Decreased along with Times



Legacy

 ‘Legacy’ in simple English means what one 
generation passes on to the next generation or 
past events affecting the present. 

 A phenomenon of continuous beneficial effect of 
the intensive control on disease outcomes or even 
after a long duration of cessation of the 
intervention.

N Engl J Med. 2005;353:2643–2653.
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Legacy Effect of Mevalotin in Primary Prevention

5-yr Outcome 15-yr Follow Up 20-yr Follow Up 

1995 NEJM 2007 NEJM 2016 CIRCULATION

Men without CHD

Mevalotin 40mg/D

Placebo

(n=3306)

(n=3293)

降低LDL 26%
降低心血管死亡風險

持續降低心血管死亡風險 持續降低心血管死亡風險
長時間治療安全性
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Mevalotin Still Provides Benefits 10 years After Trial End



WOSCOPS 20-year experience with statin treatment
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 Extended follow-up of statin-based LDL-C 
lowering trials improves the understanding 
of statin safety and efficacy.

Circulation. 2016;133:1073-1080.



 A total of 6,595 men were randomized to receive 
pravastatin 40 mg once daily or placebo for an average of 
4.9 years. 

 Subsequent linkage to HER permitted analysis of major 
incident events over 20 years. 

 Post trial statin use was recorded for 5 years after the trial 
but not for the last 10 years.

Circulation. 2016;133:1073-1080.
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Is “legacy effects” universally observed 

across different trials and statins? 





 The aim of the extended follow-up of the HPS is to 
assess long-term efficacy and safety of lowering LDL 
cholesterol with statins (simvastatin).

 Mean in-trial follow-up was 5·3 years (SD 1·2), and 
post-trial follow-up of surviving patients yielded a 
mean total duration of 11·0 years (SD 0·6).

Lancet 2011; 378: 2013–20











First major vascular event by year 

during in-trial and post-trial follow-up

Lancet 2011; 378: 2013–20
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 More prolonged LDL-lowering statin treatment produces 
larger absolute reductions in vascular events.

 Moreover, even after study treatment stopped in HPS, 
benefits persisted for at least 5 years without any evidence 
of emerging hazards.

Lancet 2011; 378: 2013–20



 The current review brings together the 
findings of major trials that have conducted 
such long-term follow-up.

 Mechanisms of legacy effects with statin 
therapy.

Curr Opin Lipidol 2015, 26:572–579



Vascul Pharmacol. 2015 Aug;71:37-9.

Reversibility of Plaque Decreased along with Times



In patients with ASCVD, there are a large number of complex lesions that are prone to rupture and the 
predominant effect of LDL lowering is to stabilize these. 

The data from HPS suggest either that stabilization is rapidly reversed and relative protection from 
further clinical events is lost, or that post-trial statin use was so high that those originally on placebo 
caught up quickly with those originally on simvastatin. 



In patients with less severe disease – a mix of vulnerable plaque and precursor
lesions such as fatty streaks – LDL-lowering therapy impacts on both pathological structures 
leading to stabilization of the plaque and regression/resolution of the lipid filled streaks.

It takes a number of years before the fatty streaks reform and so there is a prolonged legacy 
benefit manifest in a post-trial relative risk reduction that lasts for a considerable period.



• After exclude CV event related discontinuation, the discontinuation rate of placebo is still higher than
Mevalotin.

Mevalotin vs Placebo

21.3% 25.8% (p<0.001)

Circulation. 2002 May 21;105(20):2341-6.

Pravastatin Compliance



Conclusions

 Statin treatment for 5 years was associated with a legacy 
benefit, with improved survival and a substantial reduction 
in CVD outcomes over a 20-year period, supporting the 
wider adoption of primary prevention strategies. 

 More prolonged LDL-lowering statin treatment produces 
larger absolute reductions in vascular events.



Thank you !!


