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Lipoproteins and Coronary Heart  Disease

n = 302,430



It can be argued that strategies to reduce 

CV risk should include both lowering the 

concentration of non-HDL-C while 

simultaneously raising that of HDL-C



One strategy to achieve this is to inhibit 

the cholesteryl ester transfer protein 

(CETP) and thus reduce the transfer of 

cholesteryl esters from HDLs to the pro-

atherogenic non-HDL fractions



Torcetrapib
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Inhibiting CETP with torcetrapib in 

humans did not reduce atherosclerosis in 

three imaging trials and in a large-scale 

clinical end-point trial (ILLUMINATE)

torcetrapib increased cardiovascular 

events and increased both 

cardiovascular and non-cardiovascular 

mortality

But



However

Torcetrapib had serious off-target 

adverse effects (unrelated to 

CETP) that MAY have been 

responsible for the adverse 

outcome in the ILLUMINATE trial



Dalcetrapib



Inhibits CETP activity by about 50%

Increases HDL cholesterol by about 30%

Minimal effect on LDL and other 

atherogenic particle cholesterol levels

Luscher et al. European Heart J, 2012;33:857 

Effects of dalcetrapib in humans



Dalcetrapib was investigated in the dal-

OUTCOMES and found to have no safety 

issues but also no effect on CV events

Schwartz et al. N Engl J Med. 2012; 367:2089-2099 .



The reason for the failure of 

dalcetrapib in dal-OUTCOMES is not 

known but may have been because 

dalcetrapib is a weak inhibitor and had 

no effect on LDL-C



The results with torcetrapib and 

dalcetrapib have not adequately 

tested the hypothesis that effective 

inhibition of CETP reduces CV risk



The hypothesis is currently being 

tested in two large, clinical outcome 

trials



30,000 patients 
aged > 50 with 
with occlusive 

arterial disease 

REVEAL trial
Randomized Evaluation of the Effects of Anacetrapib through Lipid-

modification

Anacetrapib 100 mg
Atorvastatin to 
achieve LDL-C 
target 

Placebo

Primary End Point

Coronary death, myocardial infarction or 
coronary revascularization

4 year follow-up
Sites in North America, Europe and Asia

Planned completion 
in 2017



12,000 patients 
at high CV risk

ACCELERATE trial
Assessment of Clinical Effects of Cholesteryl Ester Transfer Protein Inhibition with 

Evacetrapib in Patients at a High-Risk for Vascular Outcomes

Evacetrapib 130 mg
Treatment with a 
statin for at least 
30 days

Placebo

Primary End Point

CV death, MI, stroke, coronary revasc or 
hospitalization for UA

3 year follow-up

Sites in North America, Europe and Asia-
Pacific countries

Planned completion 
in 2016-2017



TA8995:

A new potent CETP inhibitor



TA-8995 TULIP Study design

N=42 placebo + placebo

N=42 TA-8995 1mg + placebo

N=42 TA-8995 2.5mg + placebo

N=42 TA-8995 10mg+ Atorvastatin 20mg

N=42 placebo +Atorvastatin 20mg

N=42 TA-8995 10mg + placebo

N=42 TA-8995 5mg + placebo

N=42 placebo + Rosuvastatin 10mg

N=42 TA-8995 10mg + Rosuvastatin 10mg

Washout/run in Double blind treatment 12 weeks Follow up

762 screened

364 randomised

342 completed

9 Groups

Mild dyslipidaemia

No CVD

LDL >2.5 <4.5 mmol/L

HDL >0.8 <1.8 mmol/L

TG < 4.5 mmol/L

Conducted in the 

Netherlands and Denmark
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Conclusions

• TA8995 is a potent inhibitor of CETP

• Major reduction in atherogenic lipoproteins and 

major increase in HDLs at low doses of TA8995

• Treatment with TA8995 enhances the ability to 

of serum to promote the efflux of cholesterol 

from macrophages

• TA8995 has an excellent safety profile

• TA8995 is rapidly removed from the body after 

cessation of therapy


