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Statin for VTE prophylaxis in patients with endometrial cancer 

The repurposing of existing drugs for indications beyond their primary target is an attractive 

and plausible strategy. Endometrial cancer (EC) is associated with an increased VTE risk. 

Although this type of cancer prognosis is favorable, addressing the frequently reported 

comorbidities, including VTE, can improve long-term outcomes. In this review, both aspirin 

and statins are evaluated for their efficacy to prevent VTE’s. Studies that assessed the 

effects of both drugs on VTE in women with EC are presented, seven statins studies plus 

four aspirin trials and one meta-analysis. Metabolic pathways of thrombosis and the specific 

inhibitory properties of aspirin and statins are explained. The authors suggest that aspirin 



use was associated with a modest benefit on VTE prophylaxis and improved survival in 

obese older women (<60 years) that presented with type I cancer. Statin use was associated 

with enhanced survival and reduced VTE risk in women with type II endometrial cancer. The 

combination of statin + aspirin would be the preferred choice for obese women with type II 

cancer. 

Matsuzaki S, Miller H, Takiuchi T et al. Effects of aspirin and statin use on venous 

thromboembolism prophylaxis and survival in patients with endometrial cancer. Expert 

opinion on drug safety 2021:1-13. http://www.ncbi.nlm.nih.gov/pubmed/?term=34437828 

  

Combining a statin with ezetimibe, what to expect? 

The combination of statin + ezetimibe is an effective combination therapy for lowering LDL-

c. Similar strategies that have been widely accepted for blood pressure control are now 

embraced by recent European and US lipid management guidelines—comparing the safety 

and LDL-c lowering efficacy of rosuvastatin (R) 2.5 mg, 5 mg monotherapy, and ezetimibe 

(E) 10 mg vs. rosuvastatin 2.5 mg + ezetimibe 10 mg, in Korean hypercholesterolemic 

patients. This was a multi-center randomized controlled 8-week study in 297 patients. The 

combination of R (2.5 mg) + E (10 mg) showed superior LDL-c reductions of −45.7% ( 

±18.6%) vs  −16.7%  (±14.7%, p < 0.0001) in the E 10 group,  −32.6% (±15.1%, p < 0.0001) in 

the R 2.5 group , and −38.9% (±13.9%, p = 0.0003) in the R 5 group.  All patients in the R 2.5 + 

E 10 group reached guideline dictated LDL-c targets, vs. 13% in the E 10 group, 46.5% in the 

R 2.5 group, and 65.2% in the R 5 group. Adverse events were reported by 7 (2.5%) of the 

participants. Discontinuation occurred in one patient in the R+E group and one patient in 

the R 2.5 group. A combination of low-dose rosuvastatin with ezetimibe was associated with 

superior LDL-c reductions compared to monotherapy with R 2.5, 5, or E 10. Lee SA, Kim W, 

Hong TJ et al. Effects of Fixed-Dose Combination of Low-Intensity Rosuvastatin and 

Ezetimibe Versus Moderate-Intensity Rosuvastatin Monotherapy on Lipid Profiles in 

Patients With Hypercholesterolemia: A Randomized, Double-Blind, Multicenter, Phase III 

Study. Clinical therapeutics 2021. http://www.ncbi.nlm.nih.gov/pubmed/?term=34429197 

  

Can statins improve survival in newly initiated dialysis patients?  

This sub-analysis of the South Korean nationwide claims database evaluated the benefits of 

starting statins therapy in newly initiated dialysis patients. This was a retrospective 

observational propensity score-matched cohort study of 1 596 patients who started dialysis 

between 2010 and 2017 and initiated statins within the first year of dialysis. Propensity 

score matching was based on the following criteria: age, sex, time of dialysis initiation, and 

underlying diabetes mellitus and hypertension. Primary endpoints were all-cause mortality 

and major cardiovascular events (MACE). The total number of follow-up years was 9438; 

during this follow-up, 468 patients died, and 264 MACE occurred. Statin use was associated 

https://customer14607.musvc3.net/e/t?q=A%3dHTLhN%26B%3dG%26L%3dNQH%26M%3dPQNbL%26K%3dxRAF_8yjp_I9_9qix_I6_8yjp_HDDMC.Lt2y.L3C.4Gy.75T_9qix_I66SsCuB_9qix_I6_8yjp_IDA58K_9qix_J9r1q4IbKSMfIX%26t%3dKBIBAJ.DuR%26zI%3dIeMZ&mupckp=mupAtu4m8OiX0wt
https://customer14607.musvc3.net/e/t?q=6%3d0TQcF%26B%3dL%26G%3dFQM%26H%3dHQSWD%26K%3d3M3F_Ctbp_N4_1qns_A6_Ctbp_M96MH.Gl24.GuC.9Bq.70O_1qns_A6ANkCz7_1qns_A6_Ctbp_N935CF_1qns_B4j1v4NWCRTTHW%26y%3dF4IG6B.DzM%26rI%3dNZEZ&mupckp=mupAtu4m8OiX0wt


with improved survival, all-cause mortality; aHR: 0.72 (0.60-0,87, P=0.001) No significant 

difference was noted for MACE, aHR: 1.06 (0.83-1.36, p=0.62). A subgroup of patients that 

used the recommended KDIGO guideline statin dosage had the lowest risk. For all-cause 

mortality, aHR: 0.55 (0.40-0.75, P<0.001). These findings are intriguing and contrast with the 

4D and AURORA studies where end-stage renal disease patients failed to show improved 

outcomes when using atorvastatin or rosuvastatin. The observational design of this study 

cannot provide solid evidence to support initiating statins in patients that start dialysis, but 

does warrant prospective studies to validate these findings. 

Kim JE, Park S, Kim MS et al. Statin initiation and all-cause mortality in incident statin-naïve 

dialysis patients. Atherosclerosis 2021. http://www.ncbi.nlm.nih.gov/pubmed/?term=34429195 

  

Should cardiotoxic chemotherapy be combined with statins to 

preserve LVEF 

A new specialization, cardio-oncology, provides expert care for the molecular and clinical 

alterations in the cardiovascular system during the different methods of treatment of 

cancer, especially chemotherapy and targeted therapy. In this review, the authors explored 

the potential benefits of statins on left ventricular ejection fraction and cardiomyopathy in 

patients treated with cardiotoxic chemotherapy. For this meta-analysis, seven studies with 

3042 patients were included; 1382 used concomitant statins with their chemotherapy 

regimen; 1660 control patients used chemotherapy only. Statin use was associated with 

improved cardiac outcomes. Patients in the control group had a more significant decline in 

LVEF (-6.08% (-8.55—3.61. P<001). The incidence of cardiomyopathy was significantly lower 

in the statins users, OR:0.41 (0.28-0.60. P<0.001). The findings of this meta-analysis provide 

support for the cardioprotective effects of statins in cancer patients treated with cardiotoxic 

chemotherapeutic agents. Additional large-scale RCTs are warranted to corroborate these 

findings.  

Kim J, Nishimura Y, Kewcharoen J, Yess J. Statin Use Can Attenuate the Decline in Left 

Ventricular Ejection Fraction and the Incidence of Cardiomyopathy in Cardiotoxic 

Chemotherapy Recipients: A Systematic Review and Meta-Analysis. Journal of clinical 

medicine 2021; 10. http://www.ncbi.nlm.nih.gov/pubmed/?term=34442027 

  

REDUCE-IT and STRENGTH a conundrum explained 

Recently, two large placebo-controlled randomized trials using omega-3 fatty acids plus 

statins in high-risk, hypertriglyceridemic individuals showed contrasting and confusing 

results. The REDUCE-IT study compared eicosapentaenoic acid (EPA) with a mineral oil-

based placebo, and in the STRENGTH study, a combination of EPA and EPA + 

docosahexaenoic acid (DHA) vs. a corn oil-based placebo. The REDUCE-IT study showed an 

https://customer14607.musvc3.net/e/t?q=9%3dKa9fQ%26I%3d4%26J%3dQX5%26K%3dSXAZO%26R%3dkPDM_uwmw_67_BxVv_LC_uwmw_5BGTz.Jw9l.J6J.qE2.DrR_BxVv_LCsQvJh0_BxVv_LC_uwmw_6BDBuI_BxVv_M7u8dA6ZNYBWSb%26g%3dIEPy9M.KhP%263P%3d6cPg&mupckp=mupAtu4m8OiX0wt
https://customer14607.musvc3.net/e/t?q=9%3d6X6fB%26F%3d1%26J%3dBU2%26K%3dDU8Z0%26O%3dhPyJ_rwXt_37_wuSv_70_rwXt_2B2Qw.Jh6i.JqG.nEm.AoR_wuSv_70pQgGe0_wuSv_70_rwXt_3By9rI_wuSv_87f5a83Z9X2f7a%26d%3dIzMv98.HeP%26nM%3d3cAd&mupckp=mupAtu4m8OiX0wt


 

impressive 25% reduction in major cardiovascular events; the STRENGTH trial was 

terminated prematurely due to futility. The debates on these contrasting outcomes focus on 

the different types of fish oils to explain the superior benefits of EPA vs. no effect of EPA + 

DHA. An alternative explanation suggests that mineral oil is not an inert placebo and 

negatively affects LDL-c and ASCVD risk. The benefits of the EPA result from an increase of 

ASCVD risk in the “placebo” group that used mineral oil. The authors of this study used 

patient data collected in the Copenhagen General Population Study (CGPS). Patients were 

selected based on the inclusion criteria of both studies. Follow-up periods (4.9 years in 

REDUCE-IT and 3.5 years in STRENGHT) were extrapolated as well. Biomarkers at baseline 

and study completion (LDL-c, triglycerides, and hs CRP) were also mirrored. When 

comparing the outcomes for both studies in the CGPS, a risk reduction, HR of 0.88 (0.84-

0.93) in the CGPS mimicking the REDUCE-IT study and an HR of 0.96 (0.93-0.99) was 

observed for CGPS participants simulating the STRENGHT study. This contrasts with the 

reported results of HR: 0.75 (0.68-0.83) in the REDUCE-IT and HR: 0.99 (0.90-1.09) in the 

STRENGHT studies. The authors concluded that the contrasting outcomes in the two 

studies could be partly explained by a difference in the oils used in the placebo group, but 

not the active fish oils triggered changes on hsCRP, LDL-c, and triglycerides. The observed 

13% risk reduction is likely the result of other effects of EPA or mineral oil.   Doi T, Langsted 

A, Nordestgaard BG. A possible explanation for the contrasting results of REDUCE-IT vs. 

STRENGTH: cohort study mimicking trial designs. Eur Heart J 2021. 

http://www.ncbi.nlm.nih.gov/pubmed/?term=34455435  
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