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Abstract
Persuasive data from many randomized controlled trials and large, long-term
observational studies indicate a modestly increased risk for the emergence of
new diabetes after statin initiation. Several meta-analyses of many statin trials
as well as longitudinal population-based studies suggest that the risk factors for
diabetes in statin-treated persons include underlying risk for diabetes at
baseline (specifically features of metabolic syndrome), the intensity of statin
therapy, certain genetic traits independent of diabetes risk, and adherence to
lifestyle factors. Limited data suggest statins modestly worsen hyperglycemia
and A1c levels in those with pre-existing diabetes or glucose intolerance. The
precise mechanism(s) of diabetogenesis with statin therapy are unclear, but
impaired insulin sensitivity and compromised β cell function via enhanced
intracellular cholesterol uptake due to inhibition of intracellular cholesterol
synthesis by statins, as well as other mechanisms, may be involved.
Furthermore, while statins are known to have anti-inflammatory effects, it is
hypothesized that, under dysmetabolic conditions, they might have
pro-inflammatory effects via induction of certain inflammasomes. This concept
requires further elucidation in the human. Finally, it is clear that the risk–benefit
ratio for cardiovascular disease events is strongly in favor of statin therapy in
those at risk, despite the emergence of new diabetes. Adherence to lifestyle
regimen is critical in the prevention of new diabetes on statins.
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Introduction
The remarkable value of HMG-CoA reductase inhibitors (statins) 
in atherosclerotic cardiovascular disease (CVD) risk reduction is 
clearly established, based on landmark secondary intervention as 
well as primary prevention trials during the past two decades1,2. 
The practical significance of a modest absolute risk reduction in 
primary prevention of CVD is still debated3,4. However, the recent 
long-term, global, multi-ethnic, primary prevention trial Heart 
Outcomes and Prevention Evaluation (HOPE)-3 has confirmed the 
benefits of a moderate dose of statin (rosuvastatin 10 mg) in subjects 
at an intermediate CVD risk, with a 24% reduction in primary CVD 
outcomes (hazard ratio [HR] 0.76; 95% confidence interval [CI] 
0.66–0.88; p<0.001) over a mean follow-up of 5.6 years5. These 
results were consistent with those reported in the meta-analysis 
of 27 primary prevention statin trials2. While the total mortal-
ity or the CVD mortality in the 12,705 subjects in HOPE-3 was 
not reduced, a significant 15% reduction in CVD mortality and a 
significant 9% reduction in overall mortality per 1 mmol/L 
reduction in low-density lipoprotein cholesterol (LDL-C) over 
~5 years were reported in the previous meta-analysis of the pri-
mary prevention trials2. Based on the overall evidence from the 
randomized controlled trials (RCTs), various updated major 
guidelines6–8 have paved the way for greater attention to initiation 
and intensification of statin therapy in high-risk individuals (such 
as those with prior CVD) and in individuals without CVD (such 
as those with diabetes and multiple risk factors).

Emergence of new diabetes in RCTs
A clinically relevant concern with statin therapy is a significantly 
increased risk of new-onset diabetes in patients on statin therapy. 
The JUPITER trial reported a 25% increase with rosuvastatin 
20 mg, over a median follow-up of 1.9 years, compared to those 
on placebo9. Since then, several meta-analyses have confirmed a 
smaller but significant increase with various statins (Table 1). 
The analysis by Sattar et al. in 91,140 subjects showed a 9% 
overall risk in 13 RCTs over a mean period of 4.0 years (odds 
ratio [OR] 1.09; 95% CI 1.02–1.17)10. In a subsequent meta- 
analysis of five intensive-dose statin trials, Preiss et al. reported a 
significant increase in diabetes incidence with more intensive- vs. 

moderate-dose statin (OR 1.12; 95% CI 1.04–1.22) in 32,752 
subjects over a mean follow-up of 4.9 years11. In general, there 
was no relationship between % LDL-C reduction and incident 
diabetes. Further analysis of baseline characteristics of the vari-
ous trials reported a strong relationship between features of met-
abolic syndrome or pre-diabetes (age, body mass index [BMI], 
hypertension, fasting glucose, and triglycerides) at baseline and 
subsequent development of diabetes12–14.

Of note, the risk–benefit ratio for CVD still clearly favored sta-
tin therapy in various studies, including JUPITER, in primary 
prevention13, several secondary prevention studies12,14, and a 
meta-analysis of secondary prevention studies by Preiss et al.11. 
Thus, regardless of whether or not diabetes was diagnosed during 
statin therapy, the CVD outcomes were reduced on statin therapy 
compared to those observed with placebo.

Another meta-analysis by Navarese et al. is the largest so far: it 
includes 17 RCTs (more than 113,000 patients). It compared new-
onset diabetes in patients receiving statin vs. placebo, or high-dose 
vs. moderate-dose statins15. The lowest risk was seen with pravas-
tatin 40 mg compared to placebo (OR 1.07; 95% CI 0.83–1.30), 
whereas rosuvastatin 20 mg was associated with the highest risk (OR 
1.25; 95% CI 0.82–1.90) and atorvastatin 80 mg was intermediate 
(OR 1.15; 95% CI 0.9–1.50), even though none of these differences 
achieved statistical significance. Simvastatin also appears to be asso-
ciated with higher risk compared to pravastatin. These differences 
among various statins persisted after adjustments for reduction in 
cholesterol. These findings suggest possible molecule-specific effects 
on diabetogenesis, although the data thus far are inconclusive.

The effects of the newest statin, pitavastatin, are not available in 
a large enough cohort. In a recent meta-analysis of 15 short-term 
RCTs of pitavastatin, most of 12 weeks’ duration, total follow-up 
1600 person-years, there was no significant difference in the 
risk for diabetes (OR 0.70; 95% CI 0.30–1.61) compared 
to placebo16. If confirmed in a larger RCT, it will raise the  
possibility of differences in pharmacodynamics and drug-drug 
interactions on diabetogenecity.

Table 1. Meta-analyses of randomized controlled trials.

Authors n Age 
(years)

Duration of 
follow-up 
(years)

Adjusted odds ratio 
(95% confidence 
interval)

Comments

Sattar et al.10 
13 trials, statin vs. placebo

91,140 Means: 
55.0–76.0

Mean: 4.0 1.09 (1.02–1.17) Highest risk in older patients; unrelated 
to % low-density lipoprotein cholesterol 
reduction

Preiss et al.11 
5 trials, more- vs. less- 
intensive statin

32,752 Means: 
58.0–64.0

Mean: 4.9 1.12 (1.04–1.22) Odds ratio for incident cardiovascular 
disease 
0.84 (95% confidence interval 0.75–0.94)

Navarese et al.15 
17 trials, various statins and 
doses

113,394 Means: 
55.0–65.0

2.0–6.0 Pravastatin 40 mg vs. 
placebo: 1.07 (0.89–1.30) 
Atorvastatin 80 mg vs. 
placebo: 1.15 (0.90–1.50) 
Rosuvastatin 20 mg vs. 
placebo: 1.25 (0.82–1.90)

Odds ratio unrelated to % low-density 
lipoprotein cholesterol reduction
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Emergence of new diabetes in population-based, 
observational studies
Table 2 summarizes several large observational studies17–21 compar-
ing patients on statins with those not on statins in various popu-
lations. These analyses revealed considerable variability among 
studies and with various statins, with HRs ranging from 1.19–
1.57 but statistically significant, after follow-up durations of 3–6 
years. In the Women’s Health study, the women were older than 
several other populations and generally on moderate-dose ther-
apy, yet the HR was 1.4817. In the largest study of over 2 million 
subjects in the UK, there was a significant time-dependent 
increase in diabetes risk (HR 1.57; 95% CI 1.55–1.60), which 
increased further (HR 3.63; 95% CI 2.44–5.38) in those who were 
followed for up to 15–20 years21. In one study in patients follow-
ing myocardial infarction, there was no difference in intensive- vs. 
moderate-dose statin therapy22, although the CVD outcomes were 
reduced with the more intensive approach. One caveat with all 
of the observational studies is that, despite multifactorial adjust-
ments, some differences in the cohort characteristics may not be 
fully accounted for. In particular, it should be noted that the risk 
for diabetes according to presence of pre-existing diabetes risk 
factors, as observed in the several analyses of RCTs12–14, was not 
adequately examined in the various observational studies, a major 
limitation in those studies, compared to RCTs.

Glucose control with statins in pre-existing diabetes 
or abnormal glucose tolerance
There are some observations of interest from a few studies in 
patients with pre-existing glucose intolerance or diabetes. In the 
study by Castro et al.19, the HR for progression to diabetes was 
similar in those with normoglycemia, or impaired fasting glucose at 

baseline, but both groups showed similar reduction in mortality after a 
6-year follow-up. In a meta-analysis of nine RCTs in 9696 patients 
with type 2 diabetes, with a mean follow-up of 3.6 years, there 
was a modest but significant increase in mean A1c level of 0.12% 
(95% CI 0.04–0.20)23. In one cross-sectional study in patients with 
type 1 diabetes (n=1093), statin use was associated with a similar 
0.2% increase in mean A1c after multivariate adjustments24.

Mechanisms underlying diabetogenic effects of statins
The precise mechanism(s) for statin-induced diabetes remain 
unclear, although the majority of patients developing diabetes have 
pre-diabetes or features of metabolic syndrome indicating high 
risk for diabetes at baseline12,13. It has been controversial whether 
chemical differences and pharmacodynamic differences in stat-
ins or more intensive statin therapy are more likely to precipitate 
diabetes. In the analysis by Preiss et al., intensive statin therapy 
led to a greater increase in diabetes11. This was also confirmed 
in other meta-analyses by Carter et al.25 and Dormuth et al.26. 
However, this was not confirmed in a propensity score-matched 
cohort of patients with myocardial infarction who were prescribed 
intensive- or moderate-dose statins and followed for 5 years (new 
diabetes in 13.6 vs. 13.0%)22. The reported lack of new diabetes 
in pitavastatin-treated subjects is intriguing in view of the rela-
tively small and short-term studies with this newest statin so far (as 
discussed above)16. Another intriguing observation is that in the 
fairly large cohort of the HOPE-3 trial (n=12,705), there was no 
increase in the risk for new diabetes (HR 1.02; 95% CI 0.85–1.23) 
compared to a 25% increase with rosuvastatin 20 mg in JUPITER9. 
Whether this relates to the differences in the intensity of statin 
therapy, risk factors for diabetes at baseline, or perhaps genetic 
differences in the multi-ethnic HOPE-3 cohort is worth exploring.

Table 2. Population-based studies.

Authors n Age (years) Duration of 
follow-up 
(years)

Adjusted hazard ratio 
(95% confidence interval)

Comments

Culver et al.17 
Women’s Health 
Initiative (WHI)

153,840 Mean: 63.2 
Range: 50–79

3.0 1.48 (1.38–1.59) Only 7.4% were on atorvastatin, 
none on rosuvastatin 
Hazard ratio identical with or 
without cardiovascular disease 
at baseline

Cederberg et al.18 
METSIM (Finnish men)

8749 Range: 43–73 5.9 1.46 (1.11–1.74) Risk dose dependent for 
atorvastatin and simvastatin

Castro et al.19 
Olmsted county, MN

18,071 Range: 43–73 6.0 Normoglycemic: 1.19 (1.05–1.35) 
Impaired fasting glucose: 1.24 
(1.11–1.38)

Mortality reduced in both 
groups on statin

Corrao et al.20 
Lombardy, Italy

115,709 Mean: 62.0 6.4 1.12 to 1.32 per statin 
adherence

Ko et al.22 
Ontario, Canada

17,080 Mean: 78.0 
Range: 65–78

5.0 Incidence rates for intensive vs. 
moderate statin: 13.6 vs. 13.0% 
(non-significant)

Mortality and acute coronary 
syndrome rates lower with 
intensive statin: 44.8 vs. 46.5% 
(p=0.044)

Macedo et al.21 
UK practice database

2,016,094 Range: 30–85 5.4 1.57 (1.55–1.60) Hazard ratio increased to 
3.63 (95% confidence interval 
2.44–5.38) by 15–20 years

Carter et al.25 
Ontario, Canada

471,250 Median: 73.0 0.5–1.0 Dose dependent compared to 
pravastatin

Atorvastatin, rosuvastatin, 
simvastatin > pravastatin
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Several mechanisms have been postulated underlying the derange-
ments in glucose metabolism by statins. There is some evidence 
for the detrimental effects of statins on both insulin sensitivity and  
β cell secretion. In the large METSIM observational study of more 
than 8000 men, simvastatin and atorvastatin were related to a  
dose-dependent increase in post-glucose load, an increase in glyc-
emia, a mean decrease in insulin sensitivity by 24%, and a decline 
in insulin secretion by 12%18. Similarly, in a small study in 28 
patients with polycystic ovary syndrome (PCOS), treatment with  
atorvastatin 20 mg compared to placebo over 6 months led 
to a decrease in insulin sensitivity despite a decrease in the  
inflammatory marker C-reactive protein (CRP)27.

A number of potential deleterious effects of statins on β cell func-
tion have been proposed, including the effects of increased influx of 
cholesterol due to inhibition of HMG-CoA-mediated intracellular 
cholesterol synthesis, inhibition of ubiquinone (CoQ 10) synthe-
sis leading to mitochondrial oxidative stress, and β cell apoptosis28. 
Statins are generally thought to have anti-inflammatory effects1,9. 
However, a recent novel hypothesis posits that under certain 
conditions, statins may activate inflammasome NLRP3 from mac-
rophages or adipocytes in the presence of endotoxins, leading to 
interleukin-1β-mediated insulin resistance29. This hypothesis 
requires confirmation in human studies, as adipose tissue is not a 
major glucose-metabolizing tissue. A provocative possibility is that 
the altered gut microbiome, in the presence of obesity or other dys-
metabolic states, might provide the endotoxin lipopolysaccharide 
(LPS) that may mediate the paradoxical pro-inflammatory effect of 
statins by activation of inflammasomes30. However, under physi-
ological circumstances, a moderate decrease in insulin sensitiv-
ity should be compensated for by enhanced insulin secretion by 
β cells. Thus, ultimately, the direct or indirect effects of statins on 
β cell function may play an important role in diabetogenesis, 
particularly in those already at increased risk.

An exciting new observation is that a genetic polymorphism lead-
ing to a reduced activity of HMG-CoA reductase is associated with 
lower LDL-C, a significant increase in body weight, and features 
of insulin resistance31. This observation was validated in the rand-
omized statin trials, and one particular allele was associated with a 
significant increase in the risk of new diabetes (OR 1.12; 95% CI 
1.06–1.18). Since statins inhibit HMG-CoA reductase as their mode 
of action, this may at least partly explain their diabetogenic effect.

Finally, a mundane and more simplistic nutritional explanation has 
been reported by the long-term data in the NHANES study. In a 
cross-sectional follow-up of more than 27,000 adults followed over 
10 years, it was shown that those on statins liberalized their fat and 
total caloric intake and gained weight over time compared to those 
not on statins32. Thus, the progression to diabetes could be explained 
by lifestyle-induced worsening in insulin sensitivity. It is possible 
that this and the other postulated mechanisms could co-exist.

Implications of statin-induced diabetes and 
worsening of hyperglycemia
As summarized above, there appears to be a significant relation-
ship between statin use and the development of new diabetes over 
the course of several years. This has resulted in an understandable 
concern about the need to be more vigilant in the use of statins in 

primary prevention, particularly in those at low absolute risk of 
CVD. However, the outcome data, particularly from the RCTs, 
remind us that the subsequent events are also significantly reduced 
in those with statin-induced diabetes9–14. Sattar et al. calculated, 
based on their meta-analysis of 13 RCTs, that treatment with stat-
ins compared to placebo in 255 subjects over 4 years will cause 
one new case of diabetes while preventing 5.4 major CVD events10. 
Similarly, Preiss et al. estimated that intensive statin therapy, 
compared to moderate-dose statins, in those with prior CVD will  
prevent around three new events per year in ~500 subjects while 
resulting in one additional case of diabetes11. Finally, Ridker et 
al. reported that in the JUPITER trial, despite a 25% increase in 
the relative risk for new diabetes with rosuvastatin 20 mg, the 
major CVD event rate reduction in those who developed diabetes 
(HR 0.63; 95% CI 0.25–1.60) was consistent with event reductions 
in the trial as a whole (HR 0.56; 95% CI 0.46–0.69)13. Moreover, 
the risk of developing diabetes in that trial was almost entirely con-
fined to those with pre-existing features of metabolic syndrome or  
pre-diabetes13, with similar data from other trials12. Also, in  
JUPITER, in those with risk factors for diabetes, 134 vascular 
events or deaths were avoided for every 54 new cases of new dia-
betes. Finally, in recent data from a cohort of more than 15,000 
propensity-matched subjects who initiated statin therapy and were 
followed for a median of 2.7 years, there was no increase; in fact, 
there was a significant decrease in the development of microvascu-
lar complications (retinopathy and neuropathy) in those developing 
diabetes compared to a matched non-diabetic cohort33.

Thus, it seems quite clear that statin treatment should not be 
withheld in those at high risk of CVD for the relatively minor con-
cern of progression to diabetes. In fact, the data described above 
indicate that in the presence of multiple risk factors for diabetes or 
metabolic syndrome at baseline in the at-risk population, a modest 
diabetogenic effect of statin therapy may lead to progression from 
pre-diabetes to diabetes. This should therefore prompt advice for 
lifestyle intervention, already known to prevent or delay progres-
sion to diabetes, and should be implemented prior to statin initia-
tion. Moreover, the observations from the NHANES survey stated 
above32, that those on statin therapy generally increased their caloric 
intake and fat intake leading to progressive weight gain, i.e. factors 
known to be predictors of diabetes, further emphasize the need for 
lifestyle counseling as the integral component of both diabetes and 
CVD event reduction.

Competing interests
Om P. Ganda has received research support from Amarin Pharma-
ceuticals and consulting fees and speaker’s honoraria from Merck, 
Sanofi, and Amgen.

Grant information
Om P. Ganda’s work is supported by a NIH Diabetes Enrichment 
Core (P30DK36836).

The funders had no role in study design, data collection and 
analysis, decision to publish, or preparation of the manuscript.

Acknowledgements
The author thanks the reviewers for their helpful comments and 
suggestions.

Page 5 of 7

F1000Research 2016, 5(F1000 Faculty Rev):1499 Last updated: 24 JUN 2016



1.	  Cholesterol Treatment Trialists’ (CTT) Collaboration, Baigent C, Blackwell L,  
Emberson J, et al.: Efficacy and safety of more intensive lowering of LDL 
cholesterol: a meta-analysis of data from 170,000 participants in 
26 randomised trials. Lancet. 2010; 376(9753): 1670–81.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

2.	 Cholesterol Treatment Trialists’ (CTT) Collaborators, Mihaylova B, Emberson J, 
Blackwell L, et al.: The effects of lowering LDL cholesterol with statin therapy 
in people at low risk of vascular disease: meta-analysis of individual data from 
27 randomised trials. Lancet. 2012; 380(984): 581–90.  
PubMed Abstract | Publisher Full Text | Free Full Text 

3.	  Taylor F, Huffman MD, Macedo AF, et al.: Statins for the primary prevention 
of cardiovascular disease. Cochrane Database Syst Rev. 2013; (1): CD004816.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

4.	 DuBroff R: Should Statin Therapy Be Guided by Cardiovascular Risk Models? 
Am J Med. 2016; 129(3): 235–7.  
PubMed Abstract | Publisher Full Text 

5.	  Yusuf S, Bosch J, Dagenais G, et al.: Cholesterol Lowering in Intermediate-
Risk Persons without Cardiovascular Disease. N Engl J Med. 2016; 374(21): 
2021–31.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

6.	  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. J Am Coll Cardiol. 2014;  
63(25 Pt B): 2889–934.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

7.	 ADA: Standards of Medical Care in Diabetes-2016: Summary of Revisions. 
Diabetes Care. 2016; 39(Suppl 1): S4–S5.  
PubMed Abstract | Publisher Full Text 

8.	 Ganda OP: Deciphering cholesterol treatment guidelines: a clinician’s 
perspective. JAMA. 2015; 313(10): 1009–10. 
PubMed Abstract | Publisher Full Text | Free Full Text 

9.	  Ridker PM, Danielson E, Fonseca FA, et al.: Rosuvastatin to prevent 
vascular events in men and women with elevated C-reactive protein. N Engl J 
Med. 2008; 359(21): 2195–207.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

10.	  Sattar N, Preiss D, Murray HM, et al.: Statins and risk of incident diabetes: 
a collaborative meta-analysis of randomised statin trials. Lancet. 2010; 
375(9716): 735–42.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

11.	 Preiss D, Seshasai SR, Welsh P, et al.: Risk of incident diabetes with intensive-
dose compared with moderate-dose statin therapy: a meta-analysis. JAMA. 
2011; 305(24): 2556–64.  
PubMed Abstract | Publisher Full Text 

12.	 Waters DD, Ho JE, DeMicco DA, et al.: Predictors of new-onset diabetes in 
patients treated with atorvastatin: results from 3 large randomized clinical 
trials. J Am Coll Cardiol. 2011; 57(14): 1535–45.  
PubMed Abstract | Publisher Full Text 

13.	  Ridker PM, Pradhan A, MacFadyen JG, et al.: Cardiovascular benefits and 
diabetes risks of statin therapy in primary prevention: an analysis from the 
JUPITER trial. Lancet. 2012; 380(9841): 565–71.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

14.	  Waters DD, Ho JE, Boekholdt SM, et al.: Cardiovascular event reduction 
versus new-onset diabetes during atorvastatin therapy: effect of baseline risk 
factors for diabetes. J Am Coll Cardiol. 2013; 61(2): 148–52.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

15.	 Navarese EP, Buffon A, Andreotti F, et al.: Meta-analysis of impact of different 
types and doses of statins on new-onset diabetes mellitus. Am J Cardiol. 2013; 
111(8): 1123–30. 
PubMed Abstract | Publisher Full Text 

16.	  Vallejo-Vaz AJ, Kondapally Seshasai SR, Kurogi K, et al.: Effect of 
pitavastatin on glucose, HbA1c and incident diabetes: A meta-analysis 
of randomized controlled clinical trials in individuals without diabetes. 
Atherosclerosis. 2015; 241(2): 409–18.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

17.	  Culver AL, Ockene IS, Balasubramanian R, et al.: Statin use and risk of 
diabetes mellitus in postmenopausal women in the Women’s Health Initiative. 

Arch Intern Med. 2012; 172(2): 144–52.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

18.	  Cederberg H, Stančáková A, Yaluri N, et al.: Increased risk of diabetes with 
statin treatment is associated with impaired insulin sensitivity and insulin 
secretion: a 6 year follow-up study of the METSIM cohort. Diabetologia. 2015; 
58(5): 1109–17.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

19.	  Castro MR, Simon G, Cha SS, et al.: Statin Use, Diabetes Incidence and 
Overall Mortality in Normoglycemic and Impaired Fasting Glucose Patients. 
J Gen Intern Med. 2016; 31(5): 502–8.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

20.	  Corrao G, Ibrahim B, Nicotra F, et al.: Statins and the risk of diabetes: 
evidence from a large population-based cohort study. Diabetes Care. 2014; 
37(8): 2225–32.   
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

21.	  Macedo AF, Douglas I, Smeeth L, et al.: Statins and the risk of type 2 
diabetes mellitus: cohort study using the UK clinical practice pesearch 
datalink. BMC Cardiovasc Disord. 2014; 14: 85.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

22.	 Ko DT, Wijeysundera HC, Jackevicius CA, et al.: Diabetes mellitus and 
cardiovascular events in older patients with myocardial infarction prescribed 
intensive-dose and moderate-dose statins. Circ Cardiovasc Qual Outcomes. 
2013; 6(3): 315–22.  
PubMed Abstract | Publisher Full Text 

23.	  Erqou S, Lee CC, Adler AI: Statins and glycaemic control in individuals with 
diabetes: a systematic review and meta-analysis. Diabetologia. 2014; 57(12): 
2444–52.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

24.	  Jensen MT, Andersen HU, Rossing P, et al.: Statins are independently 
associated with increased HbA1c in type 1 diabetes--The Thousand & 1 Study. 
Diabetes Res Clin Pract. 2016; 111: 51–7.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

25.	  Carter AA, Gomes T, Camacho X, et al.: Risk of incident diabetes among 
patients treated with statins: population based study. BMJ. 2013; 346: f2610.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

26.	  Dormuth CR, Filion KB, Paterson JM, et al.: Higher potency statins and 
the risk of new diabetes: multicentre, observational study of administrative 
databases. BMJ. 2014; 348: g3244.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

27.	 Puurunen J, Piltonen T, Puukka K, et al.: Statin therapy worsens insulin 
sensitivity in women with polycystic ovary syndrome (PCOS): a prospective, 
randomized, double-blind, placebo-controlled study. J Clin Endocrinol Metab. 
2013; 98(12): 4798–807.  
PubMed Abstract | Publisher Full Text 

28.	 Sampson UK, Linton MF, Fazio S: Are statins diabetogenic? Curr Opin Cardiol. 
2011; 26(4): 342–7.  
PubMed Abstract | Publisher Full Text | Free Full Text 

29.	  Henriksbo BD, Lau TC, Cavallari JF, et al.: Fluvastatin causes NLRP3 
inflammasome-mediated adipose insulin resistance. Diabetes. 2014; 63(11): 
3742–7.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

30.	 Mitchell P, Marette A: Statin-induced insulin resistance through inflammasome 
activation: sailing between Scylla and Charybdis. Diabetes. 2014; 63(11): 3569–71.  
PubMed Abstract | Publisher Full Text 

31.	  Swerdlow DI, Preiss D, Kuchenbaecker KB, et al.: HMG-coenzyme A 
reductase inhibition, type 2 diabetes, and bodyweight: evidence from genetic 
analysis and randomised trials. Lancet. 2015; 385(9965): 351–61.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

32.	  Sugiyama T, Tsugawa Y, Tseng CH, et al.: Different time trends of caloric 
and fat intake between statin users and nonusers among US adults: gluttony 
in the time of statins? JAMA Intern Med. 2014; 174(7): 1038–45.  
PubMed Abstract | Publisher Full Text | Free Full Text | F1000 Recommendation 

33.	  Nielsen SF, Nordestgaard BG: Statin use before diabetes diagnosis and risk 
of microvascular disease: a nationwide nested matched study. Lancet Diabetes 
Endocrinol. 2014; 2(11): 894–900.  
PubMed Abstract | Publisher Full Text | F1000 Recommendation 

References F1000 recommended

Page 6 of 7

F1000Research 2016, 5(F1000 Faculty Rev):1499 Last updated: 24 JUN 2016

http://f1000.com/prime/7710960
http://www.ncbi.nlm.nih.gov/pubmed/21067804
http://dx.doi.org/10.1016/S0140-6736(10)61350-5
http://www.ncbi.nlm.nih.gov/pmc/articles/2988224
http://f1000.com/prime/7710960
http://www.ncbi.nlm.nih.gov/pubmed/22607822
http://dx.doi.org/10.1016/S0140-6736(12)60367-5
http://www.ncbi.nlm.nih.gov/pmc/articles/3437972
http://f1000.com/prime/717985686
http://www.ncbi.nlm.nih.gov/pubmed/23440795
http://dx.doi.org/10.1002/14651858.CD004816.pub5
http://f1000.com/prime/717985686
http://www.ncbi.nlm.nih.gov/pubmed/26551985
http://dx.doi.org/10.1016/j.amjmed.2015.10.021
http://f1000.com/prime/726264094
http://www.ncbi.nlm.nih.gov/pubmed/27040132
http://dx.doi.org/10.1056/NEJMoa1600176
http://f1000.com/prime/726264094
http://f1000.com/prime/718285141
http://www.ncbi.nlm.nih.gov/pubmed/24239923
http://dx.doi.org/10.1016/j.jacc.2013.11.002
http://f1000.com/prime/718285141
http://www.ncbi.nlm.nih.gov/pubmed/26696680
http://dx.doi.org/10.2337/dc16-S003
http://www.ncbi.nlm.nih.gov/pubmed/25756432
http://dx.doi.org/10.1001/jama.2015.216
http://www.ncbi.nlm.nih.gov/pmc/articles/4429891
http://f1000.com/prime/1128801
http://www.ncbi.nlm.nih.gov/pubmed/18997196
http://dx.doi.org/10.1056/NEJMoa0807646
http://f1000.com/prime/1128801
http://f1000.com/prime/718277727
http://www.ncbi.nlm.nih.gov/pubmed/20167359
http://dx.doi.org/10.1016/S0140-6736(09)61965-6
http://f1000.com/prime/718277727
http://www.ncbi.nlm.nih.gov/pubmed/21693744
http://dx.doi.org/10.1001/jama.2011.860
http://www.ncbi.nlm.nih.gov/pubmed/21453832
http://dx.doi.org/10.1016/j.jacc.2010.10.047
http://f1000.com/prime/717955069
http://www.ncbi.nlm.nih.gov/pubmed/22883507
http://dx.doi.org/10.1016/S0140-6736(12)61190-8
http://www.ncbi.nlm.nih.gov/pmc/articles/3774022
http://f1000.com/prime/717955069
http://f1000.com/prime/717971661
http://www.ncbi.nlm.nih.gov/pubmed/23219296
http://dx.doi.org/10.1016/j.jacc.2012.09.042
http://f1000.com/prime/717971661
http://www.ncbi.nlm.nih.gov/pubmed/23352266
http://dx.doi.org/10.1016/j.amjcard.2012.12.037
http://f1000.com/prime/725562036
http://www.ncbi.nlm.nih.gov/pubmed/26074315
http://dx.doi.org/10.1016/j.atherosclerosis.2015.06.001
http://f1000.com/prime/725562036
http://f1000.com/prime/13911957
http://www.ncbi.nlm.nih.gov/pubmed/22231607
http://dx.doi.org/10.1001/archinternmed.2011.625
http://f1000.com/prime/13911957
http://f1000.com/prime/725384194
http://www.ncbi.nlm.nih.gov/pubmed/25754552
http://dx.doi.org/10.1007/s00125-015-3528-5
http://f1000.com/prime/725384194
http://f1000.com/prime/726403204
http://www.ncbi.nlm.nih.gov/pubmed/26850412
http://dx.doi.org/10.1007/s11606-015-3583-0
http://www.ncbi.nlm.nih.gov/pmc/articles/4835368
http://f1000.com/prime/726403204
http://f1000.com/prime/718470471
http://www.ncbi.nlm.nih.gov/pubmed/24969582
http://dx.doi.org/10.2337/dc13-2215
http://f1000.com/prime/718470471
http://f1000.com/prime/718504884
http://www.ncbi.nlm.nih.gov/pubmed/25022519
http://dx.doi.org/10.1186/1471-2261-14-85
http://www.ncbi.nlm.nih.gov/pmc/articles/4118294
http://f1000.com/prime/718504884
http://www.ncbi.nlm.nih.gov/pubmed/23674307
http://dx.doi.org/10.1161/CIRCOUTCOMES.111.000015
http://f1000.com/prime/718886157
http://www.ncbi.nlm.nih.gov/pubmed/25245638
http://dx.doi.org/10.1007/s00125-014-3374-x
http://f1000.com/prime/718886157
http://f1000.com/prime/726403205
http://www.ncbi.nlm.nih.gov/pubmed/26597211
http://dx.doi.org/10.1016/j.diabres.2015.10.022
http://f1000.com/prime/726403205
http://f1000.com/prime/718022649
http://www.ncbi.nlm.nih.gov/pubmed/23704171
http://dx.doi.org/10.1136/bmj.f2610
http://www.ncbi.nlm.nih.gov/pmc/articles/3662830
http://f1000.com/prime/718022649
http://f1000.com/prime/718425015
http://www.ncbi.nlm.nih.gov/pubmed/24874977
http://dx.doi.org/10.1136/bmj.g3244
http://f1000.com/prime/718425015
http://www.ncbi.nlm.nih.gov/pubmed/24152688
http://dx.doi.org/10.1210/jc.2013-2674
http://www.ncbi.nlm.nih.gov/pubmed/21499090
http://dx.doi.org/10.1097/HCO.0b013e3283470359
http://www.ncbi.nlm.nih.gov/pmc/articles/3341610
http://f1000.com/prime/718445885
http://www.ncbi.nlm.nih.gov/pubmed/24917577
http://dx.doi.org/10.2337/db13-1398
http://f1000.com/prime/718445885
http://www.ncbi.nlm.nih.gov/pubmed/25342725
http://dx.doi.org/10.2337/db14-1059
http://f1000.com/prime/718892315
http://www.ncbi.nlm.nih.gov/pubmed/25262344
http://dx.doi.org/10.1016/S0140-6736(14)61183-1
http://www.ncbi.nlm.nih.gov/pmc/articles/4322187
http://f1000.com/prime/718892315
http://f1000.com/prime/718373337
http://www.ncbi.nlm.nih.gov/pubmed/24763487
http://dx.doi.org/10.1001/jamainternmed.2014.1927
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4307794
http://f1000.com/prime/718373337
http://f1000.com/prime/725225788
http://www.ncbi.nlm.nih.gov/pubmed/25217178
http://dx.doi.org/10.1016/S2213-8587(14)70173-1
http://f1000.com/prime/725225788


F1000Research

2

1

Open Peer Review

  Current Referee Status:

Editorial Note on the Review Process
 are commissioned from members of the prestigious  and are edited as aF1000 Faculty Reviews F1000 Faculty

service to readers. In order to make these reviews as comprehensive and accessible as possible, the referees
provide input before publication and only the final, revised version is published. The referees who approved the
final version are listed with their names and affiliations but without their reports on earlier versions (any comments
will already have been addressed in the published version).

The referees who approved this article are:
Version 1

, Preventive Cardiology, The University of Chicago Pritzker School of Medicine,Michael H Davidson
Chicago, IL, USA

 No competing interests were disclosed.Competing Interests:

, Department of Medicine, Columbia University, New York, NY, USAHenry Ginsberg
 No competing interests were disclosed.Competing Interests:

Page 7 of 7

F1000Research 2016, 5(F1000 Faculty Rev):1499 Last updated: 24 JUN 2016

http://f1000research.com/channels/f1000-faculty-reviews/about-this-channel
http://f1000.com/prime/thefaculty

