
Type 2 diabetes is associated with significantly increased 
cardiovascular (CV) risk.1 Multiple metabolic abnormal-
ities associated with diabetes contribute to the increased 
CV risk, and conventional risk factors are also prevalent 

in people with diabetes. The Australian AusDiab study found 
that 69% of people with diabetes had hypertension and more than 
60% had lipid abnormalities.2 This review will focus on the man-
agement of lipid abnormalities and use of lipid-lowering medica-
tions in patients with type 2 diabetes, but it is essential that all CV 
risk factors are well managed. There is evidence that multiple risk 
factor intervention leads to large reductions in CV risk.3

The characteristic lipid abnormality that is associated with type 
2 diabetes is a combination of an elevated level of triglyceride and 
a low level of HDL cholesterol (HDL-C), sometimes termed ‘diabetic 
dyslipidaemia’.4 However, elevated levels of LDL cholesterol (LDL-
C) are also common, and there is overwhelming evidence that 
statin therapy to lower LDL-C effectively reduces CV risk in people 
with diabetes.4 Statins appear to be effective even in people with 
diabetes who might be regarded as having ‘normal’ cholesterol 
levels.5 For this reason, guidelines such as those of the Australian 
National Vascular Disease Prevention Alliance (NVDPA) now 
recommend that a decision to initiate treatment is based on absolute 
CV risk rather than any specific lipid level.6 The exception is the 
management of people with elevated triglyceride levels, which is 
based on numerical values, as discussed below.
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Many people with diabetes can benefit from 
treatment to reduce their cardiovascular risk, 
including lipid-lowering medications. Important 
questions include when and how to assess 
cardiovascular risk in people with diabetes, what 
diet to recommend, when to begin lipid-lowering 
therapy, and how to manage different types of  
lipid abnormality.
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    KEY POINTS

•	Lipid abnormalities are present in over 60% of people 
with diabetes.

•	The decision to initiate lipid-lowering treatment should be 
based on absolute cardiovascular risk.

•	Calculation of cardiovascular risk is appropriate in most 
people with diabetes.

•	Statins are first-line therapy for prevention of 
cardiovascular disease in people with diabetes.

•	Elevated triglyceride levels are common in people with 
diabetes and treatment may be beneficial in some 
patients.
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An approach to initiation of lipid-lowering therapy in patients 
with type 2 diabetes is outline in the Flowchart. 

When and how should we assess cardiovascular 
risk in people with diabetes?
Australian guidelines recommend the assessment of absolute 
CV risk for most people with diabetes.6 However, this has been 
controversial. A prominent study published in 1998 suggested 
that people with diabetes but no prior CV disease had the same 
absolute risk as nondiabetic patients who had experienced a 
myocardial infarction.7 This led to the suggestion that all people 
with diabetes be treated aggressively with statin therapy. However, 
more recent and much larger studies dispute this, suggesting that 
not all people with diabetes are at high CV risk, and therefore 
CV risk assessment is appropriate.8,9 

It is important to note that assessment of absolute CV risk is 
not appropriate for individuals whose CV risk is already known 
to be high. This includes people with existing CV disease and those 
with other conditions that place them at high risk (Box 1).6 Although 
the Australian NVDPA guidelines state that all people with diabetes 
over the age of 60 years are at high risk, this was not the finding of 
a recent large study in the UK.6,9 The author believes it is reasonable 
to conduct an assessment of CV risk in older people with 
diabetes.

A number of risk assessment tools are available and are often 
built into general practice software. Most of these, such as the 
NVDPA risk calculator, are based on the Framingham cohort 
and provide a reasonable assessment of risk in people with diabetes  
aged 45 years or older, or 35 years or older for Aboriginal or Torres 
Strait Islander people (available online at: www.cvdcheck.org.
au).6,10 Microvascular complications also predict increased CV 
risk; the presence of retinopathy, neuropathy or nephropathy 
each increases risk by approximately 35 to 40%, and the presence 
of all three effectively doubles CV risk.9 This is not taken into 
account in the CV risk calculator, so a reasonable approach would 
be to adjust risk upwards based on the presence of microvascular 
complications. When using absolute risk to guide treatment, 
Australian guidelines define the risk of a CV event in the next 
five years as low (less than 10%), moderate (10 to 15%) or high 
(more than 15%).6 

What is the best diet for diabetic dyslipidaemia?
Anyone reading the lay press recently might be confused by 
conflicting messages regarding the correct amount of fat, carbo-
hydrate and protein to recommend to our patients with diabetes. 
In the past, a low-fat diet was recommended, but many studies 
suggest that a diet lower in carbohydrate and higher in ‘healthy’ 
fats, particularly monounsaturated fats, produces better results.11 
Two recent meta-analyses produced a fairly consistent message: 
reducing carbohydrate and increasing fat caused reductions in 
triglyceride levels and increases in HDL-C levels.11,12 The 

‘Mediterranean’ diet had similar beneficial results. High-protein 
diets, although improving glycated  haemoglobin (HbA1c) level, 
had no effect on lipid levels. Interestingly, none of the dietary 
interventions significantly reduced LDL-C level. 

Ideally, all patients with diabetic dyslipidaemia should be 
referred to a dietitian. In areas where this is not possible, GPs 
should evaluate the patient’s diet and if it is suboptimal, advice to 
moderately decrease carbohydrate and increase monounsaturated 
fats seems appropriate.

When should we commence lipid-lowering therapy 
in people with diabetes?
In patients with diabetes and moderate to high CV risk, initiation 
of statin therapy is recommended. Because evidence suggests 

AN APPROACH TO INITIATING LIPID-LOWERING 
THERAPY IN PATIENTS WITH TYPE 2 DIABETES

* Do not assess cardiovascular risk if the patient is already clinically at high risk 
(see Box 1).
† LDL-C targets vary according to the patient’s cardiovascular risk:  
•	high risk = <1.8 mmol/L and 50% reduction 
•	moderate risk = <2.0 mmol/L and 30% reduction.

Reinforce lifestyle 
measures

Initiate statin therapy and 
reassess in 4 to 6 weeks

Assess cardiovascular risk*

Moderate to high riskLow risk

Increase statin dose 
or add ezetimibe

Yes

Has LDL cholesterol target been reached?†

Consider adding fenofibrate Continue current therapy

Yes

Is triglyceride level >2.2 mmol/L 
and HDL cholesterol level low?

No

No

Patient has new diagnosis of type 2 diabetes or  
presents for annual review
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that the lower the LDL-C level achieved, 
the greater the reduction in CV risk, many 
guidelines set target LDL-C levels, with 
lower targets recommended for the 
highest-risk patients.13 Although some 
guidelines simply recommend the maxi-
mum tolerated dose of statin for highest- 
risk patients, some patients may not need 
the maximum dose because they respond 
well to lower doses.14 Australian guidelines 
recommend an LDL-C target of less than 
2.0 mmol/L in moderate-risk patients  
and less than 1.8 mmol/L in high-risk 
patients.6,13 

In addition, it is also useful to recom-
mend that a patient achieves a certain 
percentage reduction in LDL-C level. Inter-
national guidelines suggest an LDL-C 
reduction of 30% in moderate-risk patients 
and at least 50% in high-risk patients.14,15 
This will often require higher doses of 
the more potent statins, atorvastatin and 
rosuvastatin.16 The author recommends 
that these statins should be the first choice 
for most people with diabetes. The 
expected reductions in LDL-C level with 

different doses of these statins are shown 
in the Table.16 Two cases that illustrate the 
principles of prescribing for patients with 
type 2 diabetes and moderate to high CV 
risk are described in Box 2.

When should we use 
combination lipid-lowering 
therapy?
Some patients may not tolerate higher doses 
of statins and some, particularly those with 
very high LDL-C levels, may not reach 
the target with statin monotherapy. The 
cholesterol absorption inhibitor ezetimibe 
has been shown to reduce LDL-C levels by 
around 20% and is effective when used in 
addition to a statin.17 Adding ezetimibe to 
a statin has been shown to be considerably 
more effective in reducing LDL-C levels 
than doubling the dose of the statin.17 In a 
recent study of more than 18,000 people 
(5000 with diabetes) with acute coronary 
syndromes, the addition of ezetimibe to 
statin therapy reduced CV event rates and, 
interestingly, the benefit in those with 
diabetes was considerably greater than in 
those without (absolute risk reduction 14% 
vs 6%).18 

If the LDL-C level is not at target and 

ezetimibe is not tolerated then the bile 
acid-binding resin cholestyramine can be 
added, although gastrointestinal side 
effects often limit its tolerability. Nicotinic 
acid also reduces LDL-C levels when added 
to statins, but two recent large studies 
showed no CV benefit and it is therefore 
no longer recommended.4

Recently, a new class of agents, inhibitors 
of proprotein convertase subtilisin-kexin 
type 9 (PCSK9) has become available. 
PCSK9 is a protein that binds to LDL 
receptors, marking them for degradation 
and decreasing their number, effectively 
reducing the clearance of LDL-C. Two 
monoclonal antibodies, evolocumab and 
alirocumab, have been approved for use in 
Australia and were reviewed in the October 
2016 issue of Medicine Today.19 These 
agents have been shown to reduce LDL-C 
levels by 60% or more and appear to be 
effective in people with diabetes.20 The 
current cost of PCSK9 inhibitor therapy is 
very high (approximately $10,000 annually). 
At the time of writing, only evolocumab 
is available  through the PBS, and only 
for patients with familial homozygous 
hypercholesterolaemia.

How do we manage patients 
who cannot tolerate statins?
The most common symptom of statin 
intolerance is myalgias – muscle pains 
without an increase in creatine kinase (CK) 
level. True myositis (myalgias with an ele-
vated CK level) is rare with statin therapy, 
but myalgias may be reported by 15 to 20% 
of patients in clinical practice.21 Risk factors 
include hypothyroidism, low vitamin D 
levels, heavy exercise and low body mass 
index.22 

Because myalgia is a common and non-
specific symptom, it may be mistakenly 
attributed to statin therapy, possibly depriv-
ing the patient of much needed treatment. 
This was examined in a small study where 
statin-intolerant patients were given either 
a statin or placebo, and no differences were 
observed in the myalgia score when patients 
were taking the statin compared with those 
taking the placebo.21 

1. CONDITIONS REPRESENTING HIGH 
CARDIOVASCULAR RISK*

•	 Existing vascular disease: coronary, 
cerebral or peripheral vascular 
disease

•	 Microalbuminuria: urinary albumin/
creatinine ratio more than  
2.5 mg/mmol (males) or  
3.5 mg/mmol (females)

•	 Moderate or severe chronic kidney 
disease: persistent proteinuria or 
estimated glomerular filtration rate 
less than 45 mL/min/1.73m2

•	 Severe hypertension: systolic blood 
pressure at or above 180 mmHg or 
higher or diastolic blood pressure at 
or above 110 mmHg

•	 Very high total cholesterol level:  
more than 7.5 mmol/L

•	 A previous diagnosis of familial 
hypercholesterolaemia

* Risk calculation is not necessary in patients with 
these features.

Adapted from Guidelines for the Management of 
Absolute Cardiovascular Disease Risk, 2012.6

TABLE. EXPECTED PERCENTAGE 
REDUCTIONS IN LDL CHOLESTEROL 
WITH POTENT STATINS AVAILABLE IN 
AUSTRALIA*

Statin Dose 
(mg)

Average LDL 
cholesterol 
reduction (%)†

Atorvastatin 10 35.5

20 41.4

40 46.2

80 50.2

Rosuvastatin 10 44.1

20 49.5

40 54.7

* Adapted from Nicholls et al. Am J Cardiol 2010; 
105: 69-76.16 
† Note that these are expected average reductions. 
Individual patient responses will vary. 

Lipid management in diabetes continued 
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For this reason, patients with myalgias 
but no elevation of CK level should be 
rechallenged to assess whether the myalgias 
recur when statin therapy is resumed. If 
symptoms do recur then strategies that may 
be useful include using a lower dose of the 
same or a different statin, possibly with the 
addition of ezetimibe, or use of a potent 
statin such as rosuvastatin 10 mg once or 
twice per week.22 

Should we treat elevated 
triglyceride levels? 
Triglyceride levels are often elevated in peo-
ple with diabetes, particularly if glycaemic 
control is poor.4 There is evidence that mild 
to moderate elevations of triglyceride level 
(2 to 10 mmol/L) are associated with an 
increased risk of CV disease even when 
LDL-C is controlled to target levels.15,23 The 
combination of a moderately elevated 
triglyceride level (2.3 mmol/L or higher) 
and a low HDL-C level results in a 70% 
increase in CV risk and occurs in approx-
imately 20% of people with type 2 diabe-
tes.24 These individuals tend to have LDL 

particles that are smaller and denser than 
normal and more susceptible to oxidative 
stress, with a tendency to be trapped in the 
arterial wall, leading to atherosclerosis.4

A frequent cause of an elevated triglyc-
eride level is poor glycaemic control, which 
should be addressed. Dietary advice is 
important as weight loss frequently reduces 
triglyceride levels. Factors that can increase 
triglyceride levels include heavy alcohol 
intake, hypothyroidism and occasionally 
oestrogen therapy. Even in patients with 
dyslipidaemia, the primary treatment goal 
should be to reduce LDL-C levels to the 
recommended target level with statin ther-
apy. Statins can reduce triglyceride levels 
by up to 25%, and mild elevations may be 
normalised without the need for additional 
therapy.16 

A number of drugs are available to 
reduce triglyceride levels, including fibrates, 
omega-3 fatty acids (fish oil) and nicotinic 
acid. No data are available on the effect of 
omega-3 fatty acids on CV risk in patients 
with diabetes, and nicotinic acid has not 
been shown to reduce CV events, so neither 

are currently recommended. Fenofibrate has 
been shown to reduce CV events in two large 
trials of patients with diabetes, in Australia 
and the USA.24,25 The effect was seen specif-
ically in a subgroup of patients with elevated 
triglyceride levels (2.3 mmol/L or higher) 
and low HDL-C levels. In the Australian 
study involving more than 9000 patients 
with diabetes, the group with dyslipidaemia 
treated with fenofibrate had a 26% reduction 
in CV events over five years.24 The large  
US trial had a similar finding when fenofi-
brate was added to statin therapy.25 

Because of the strong evidence supporting 
the use of statins in people with diabetes who 
are at high CV risk, statin therapy should be 
first-line treatment even in patients with 
dyslipidaemia. However, if the LDL-C level 
is at target and the triglyceride level is 
elevated, particularly in the setting of a low 
HDL-C level, then adding fenofibrate 
should be considered. 

Patients with a very high triglyceride 
level (over 10 mmol/L) often have an 
underlying genetic lipid disorder and 
require a different approach. Here the 
concern is the risk of pancreatitis, which 
increases as triglyceride levels rise.15 
Management can be difficult and specialist 
referral may be required, but initially the 
GP should review glycaemic control and 
exclude other causes of high triglyceride 
levels, as mentioned above. Fenofibrate 
should be initiated, and high doses (at least 
2 g daily) of omega-3 fatty acids may be 
useful (six or more standard [1000 mg] 
fish oil capsules, each containing around 
300 mg omega-3 fatty acids).26

Can we do anything for low HDL 
cholesterol levels?
Low levels of HDL-C are common in 
people with diabetes and well known to be 
associated with an increased risk of CV 
disease. HDL is involved in reverse choles-
terol transport, accepting cholesterol from 
peripheral cells and returning it to the liver 
for degradation. In addition, HDL has 
strong anti-inflammatory and antioxidant 
properties, which also protect against 
atherosclerosis.27 In people with diabetes, 

2. CLINICAL CASES ILLUSTRATING STATIN PRESCRIBING IN PATIENTS WITH  
TYPE 2 DIABETES

Case 1. A 53-year-old man with few risk factors
Mr ST, aged 53 years, was diagnosed with type 2 diabetes eight years ago. He is a nonsmoker, 
with no family history of cardiovascular disease. His blood pressure is 136/78 mmHg and 
his glycated haemoglobin (HbA1c) level is 54 mmol/mol (7.1%). He has no microalbuminuria, 
and his estimated glomerular filtration rate (eGFR) is over 90 mL/min/1.73 m2. His lipid 
levels are: total cholesterol 5.3 mmol/L; triglycerides 2.1 mmol/L; HDL cholesterol (HDL-C) 
0.8 mmol/L; and LDL cholesterol (LDL-C) 3.5 mmol/L.
Discussion: Mr ST’s cardiovascular risk from the NVDPA calculator is 14% (moderate 
risk), and therefore a statin should be commenced. As the LDL-C target is less than 
2.0 mmol/L, a reduction of just over 40% is required. From the Table, a starting dose of 
20 mg of atorvastatin or 10 mg of rosuvastatin would be reasonable.

Case 2. A 63-year-old woman with a high prior risk
Mrs AJ, aged 63 years, has a 14-year history of type 2 diabetes. She is a nonsmoker, with 
no family history of cardiovascular disease. Her blood pressure is 139/72 mmHg and  
HbA1c is 57 mmol/mol (7.4%). She has persistent microalbuminuria with an eGFR of  
46 mL/min/1.73m2. She has undergone previous laser treatment for proliferative 
retinopathy. Her lipid levels are: total cholesterol 4.7 mmol/L; triglycerides 1.9 mmol/L; 
HDL-C 1.1 mmol/L; and LDL-C 2.7 mmol/L.
Discussion: Mrs AJ has microalbuminuria, putting her at high cardiovascular risk, which is further 
increased by the presence of retinopathy. Therefore formal calculation of risk is not required. 

A statin should be commenced. The LDL-C target is less than 1.8 mmol/L, but a 50% 
reduction is also recommended. From the Table, a starting dose of at least 40 mg atorvastatin 
or 20 mg rosuvastatin would be reasonable, but upwards titration may be required.

Lipid management in diabetes continued 
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HDL-C levels are not only low, but HDL is 
also dysfunctional with less ability to accept 
cholesterol from peripheral cells than HDL 
from people without diabetes.28

In a patient with diabetes with a low 
HDL-C level, simple measures can be quite 
effective. Weight loss has been shown to 
increase HDL-C levels but it appears that 
about 5% of body weight must be lost to have 
a significant effect.29,30 Contrary to popular 
belief, exercise has a fairly weak effect on 
HDL-C, but exercise should be encouraged 
because it will assist with weight loss.29 Stat-
ins and fibrates can increase HDL-C levels 
and their use has been discussed above. 
Nicotinic acid significantly increases 
HDL-C levels, but because of lack of benefit 
in clinical trials it is not recommended. 
Newer therapies to increase HDL-C level 
have failed to demonstrate any CV benefit. 
Therefore, at present the approach to patients 
with low HDL-C levels should be to ensure 
that LDL-C is at the target level and to 

encourage lifestyle and weight loss in those 
who are overweight.

Conclusion
Diabetes increases CV risk and many people 
with diabetes need medication to modify 
that risk. Risk assessment is important for 
many patients and standard calculators can 
be used. Statins are first-line treatment and 
should be titrated if necessary to achieve 
recommended target levels. Lipid abnormal-
ities are rarely the only CV risk factor in 
people with diabetes, and it is important that 
GPs adopt a multiple risk factor intervention 
approach to ensure maximum benefit for 
their patients.�   MT

References
A list of references is included in the website version 

of this article (www.medicinetoday.com.au).

COMPETING INTERESTS: Professor O’Brien has 
received speaking honoraria and/or advisory board 
fees from MSD, Sanofi, Amgen and Mylan.

ONLINE CPD JOURNAL PROGRAM 

What are the criteria for initiating 
lipid-lowering therapy in patients 
with type 2 diabetes?

Review your knowledge of this topic by 
taking part in MedicineToday’s Online CPD 
Journal Program. Available February.  
Log in to 
www.medicinetoday.com.au/cpd

©
H

Y
W

A
R

D
S

/S
TO

C
K

.A
D

O
B

E
.C

O
M

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2017.

����������������������������������������������

http://www.medicinetoday.com.au
http://www.medicinetoday.com.au/cpd


MedicineToday 2017; 18(1): 22-27

Managing lipid abnormalities  
in type 2 diabetes

RICHARD O’BRIEN MB BS, PhD, FRACP 

References
1.	 Morrish NJ, Wang SL, Stevens LK, Fuller JH, Keen H. Mortality and causes  

of death in the WHO Multinational Study of Vascular Disease in Diabetes. 

Diabetologia 2001; 44 Suppl 2: S14-S21.

2.	 Tanamas SK, Magliano DJ, Lynch B. et al. Ausdiab 2012: the Australian 

Diabetes, Obesity and Lifestyle Study. Melbourne: Baker IDI Heart and Diabetes 

Institute; 2013.

3.	 Gaede P, Lund-Andersen H, Parving HH, Pedersen O. Effect of a multifactorial 

intervention on mortality in type 2 diabetes. N Engl J Med 2008; 358: 580-591.

4.	 Wu L, Parhofer KG. Diabetic dyslipidemia. Metabolism 2014; 63: 1469-1479.

5.	 Cholesterol Treatment Trialists’ (CTT) Collaborators, Kearney PM, Blackwell L, 

et al. Efficacy of cholesterol-lowering therapy in 18,686 people with diabetes in 

14 randomised trials of statins: a meta-analysis. Lancet 2008; 371: 117-125.

6.	 National Vascular Disease Prevention Alliance. Guidelines for the management of 

absolute cardiovascular disease risk. Melbourne: National Stroke Foundation; 2012.

7.	 Haffner SM, Lehto S, Ronnemaa T, Pyorala K, Laakso M. Mortality from 

coronary heart disease in subjects with type 2 diabetes and in nondiabetic subjects 

with and without prior myocardial infarction. N Engl J Med 1998; 339: 229-234.

8.	 Bulugahapitiya U, Siyambalapitiya S, Sithole J, Idris I. Is diabetes a coronary risk 

equivalent? Systematic review and meta-analysis. Diabet Med 2009; 26: 142-148.

9.	 Brownrigg JR, Hughes CO, Burleigh D, et al. Microvascular disease and risk of 

cardiovascular events among individuals with type 2 diabetes: a population-level 

cohort study. Lancet Diabetes Endocrinol 2016; 4: 588-597.

10.	Herath HM, Weerarathna TP, Dulanjalee RB, Jayawardana MR, Edirisingha UP, 

Rathnayake M. Association of risk estimates of three different cardiovascular risk 

assessment tools with carotid intima media thickness in patients with type 2 

diabetes. J Clin Diagn Res 2016; 10: OC09-OC12.

11.	Schwingshackl L, Hoffmann G. Comparison of the long-term effects of high-fat 

v. low-fat diet consumption on cardiometabolic risk factors in subjects with 

abnormal glucose metabolism: a systematic review and meta-analysis. Br J Nutr 

2014; 111: 2047-2058.

12.	Ajala O, English P, Pinkney J. Systematic review and meta-analysis of different 

dietary approaches to the management of type 2 diabetes. Am J Clin Nutr 2013; 

97: 505-516.

13.	National Heart Foundation of Australia, Cardiac Society of Australia and New 

Zealand. Reducing risk in heart disease: an expert guide to clinical practice for 

secondary prevention of coronary heart disease. Melbourne: National Heart 

Foundation of Australia; 2012. 

14.	Stone NJ, Robinson JG, Lichtenstein AH, et al. 2013 ACC/AHA guideline on the 

treatment of blood cholesterol to reduce atherosclerotic cardiovascular risk in 

adults: a report of the American College of Cardiology/American Heart Association 

Task Force on Practice Guidelines. Circulation 2014; 129(25 Suppl 2): S1-S45.

15.	Catapano AL, Graham I, De Backer G, et al; on behalf of Authors/Task Force 

Members. 2016 ESC/EAS guidelines for the management of dyslipidaemias. Eur 

Heart J 2016; 37: 2999-3058.

16.	Nicholls SJ, Brandrup-Wognsen G, Palmer M, Barter PJ. Meta-analysis of 

comparative efficacy of increasing dose of atorvastatin versus rosuvastatin versus 

simvastatin on lowering levels of atherogenic lipids (from VOYAGER). Am J Cardiol 

2010; 105: 69-76.

17.	Gagne C, Bays HE, Weiss SR, et al. Efficacy and safety of ezetimibe added to 

ongoing statin therapy for treatment of patients with primary hypercholesterolemia. 

Am J Cardiol 2002; 90: 1084-1091.

18.	Cannon CP, Blazing MA, Giugliano RP, et al. Ezetimibe added to statin therapy 

after acute coronary syndromes. N Engl J Med 2015; 372: 2387-2397.

19.	Simons L. Alirocumab and evolocumab: a new era in cholesterol control. Med 

Today 2016; 17(10): 51-53.

20.	Sattar N, Preiss D, Robinson JG, et al. Lipid-lowering efficacy of the PCSK9 

inhibitor evolocumab (AMG 145) in patients with type 2 diabetes: a meta-analysis 

of individual patient data. Lancet Diabetes Endocrinol 2016; 4: 403-410.

21.	Joy TR, Monjed A, Zou GY, Hegele RA, McDonald CG, Mahon JL. N-of-1 (single-

patient) trials for statin-related myalgia. Ann Intern Med 2014; 160: 301-310.

22.	Siddiqi SA, Thompson PD. How do you treat patients with myalgia who take 

statins? Curr Atheroscler Rep 2009; 11: 9-14.

23.	Miller M, Cannon CP, Murphy SA, et al. Impact of triglyceride levels beyond 

low-density lipoprotein cholesterol after acute coronary syndrome in the PROVE 

IT-TIMI 22 trial. J Am Coll Cardiol 2008; 51: 724-730.

24.	Scott R, O’Brien R, Fulcher G, et al. Effects of fenofibrate treatment on 

cardiovascular disease risk in 9,795 individuals with type 2 diabetes and various 

components of the metabolic syndrome: the Fenofibrate Intervention and Event 

Lowering in Diabetes (FIELD) study. Diabetes Care 2009; 32: 493-498.

25.	Wierzbicki AS. Fibrates: no ACCORD on their use in the treatment of 

dyslipidaemia. Curr Opin Lipidol 2010; 21: 352-358.

26.	Harris WS, Ginsberg HN, Arunakul N, et al. Safety and efficacy of Omacor in 

severe hypertriglyceridemia. J Cardiovasc Risk 1997; 4: 385-391.

27.	Kingwell BA, Chapman MJ, Kontush A, Miller NE. HDL-targeted therapies: 

progress, failures and future. Nat Rev Drug Discov 2014; 13: 445-464.

28.	Kontush A, Chapman MJ. Antiatherogenic small, dense HDL – guardian angel 

of the arterial wall? Nat Clin Pract Cardiovasc Med 2006; 3: 144-153.

29.	Huang XL, Pan JH, Chen D, Chen J, Chen F, Hu TT. Efficacy of lifestyle 

interventions in patients with type 2 diabetes: a systematic review and meta-

analysis. Eur J Intern Med 2016; 27: 37-47.

30.	Franz MJ, Boucher JL, Rutten-Ramos S, VanWormer JJ. Lifestyle weight-loss 

intervention outcomes in overweight and obese adults with type 2 diabetes: a 

systematic review and meta-analysis of randomized clinical trials. J Acad Nutr Diet 

2015; 115: 1447-1463. 

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2017.

����������������������������������������������




