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Key Publications

1. Effects of low LDL-c on hemorrhagic stroke and dementia - Scientific statement AHA

2. Statins in patients with end stage renal disease + PAD

3. Variability in plasma lipids more pronounced in patients using statins + ezetimibe
compared to high-intensity statin mono-therapy.
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Key publications

AHA Scientific statement on LDL-c, dementia, and
haemorrhagic stroke

The scientific statement titled "Impact of Aggressive Reduction of LDL-C on the Brain" by
the American Heart Association provides a comprehensive evaluation of contemporary
evidence on the association between aggressive LDL-C lowering and the risk of cognitive
impairment and hemorrhagic stroke. This systematic review of randomized controlled trials
and observational studies, summarizes the current state of knowledge on this topic. The
statement highlights that while aggressive LDL-C lowering has been shown to reduce the
risk of cardiovascular events, there is limited evidence on its impact on the brain. The
statement also notes that there is conflicting evidence on the association between statin
use and cognitive impairment, and that the potential toxic effects of aggressive LDL-C
lowering on the brain need to be further investigated. One of the key findings is the lack of
evidence to support the hypothesis that aggressive LDL-C lowering leads to cognitive
impairment or dementia. While some studies have suggested a possible association
between statin use and cognitive impairment, these studies have limitations, such as small
sample sizes and short follow-up periods. Contrasting studies found no association
between statin use and cognitive impairment, and that the evidence on this topic is
conflicting. The association between aggressive LDL-C lowering and hemorrhagic stroke is
unclear. While some studies have suggested an increased risk of hemorrhagic stroke with
statin use, however the number of participants with hemorrhagic stroke in these studies
was small, and that the between-group differences were not significant. Several studies
have found no association between statin use and hemorrhagic stroke, and that the
evidence on this topic is also conflicting. Overall, the scientific statement provides a
valuable summary of the current state of knowledge on the impact of aggressive LDL-C
lowering on the brain and highlights the need for further research in this area. The
statement provides recommendations for clinicians and researchers, including the need for
further studies to evaluate the long-term effects of aggressive LDL-C lowering on the brain,
and the need for more research on the potential mechanisms underlying the association
between LDL-C lowering and cognitive impairment.

Aggressive LDL-C Lowering and the Brain: Impact on Risk for Dementia and Hemorrhagic
Stroke: A Scientific Statement From the American Heart Association. Arterioscler Thromb
Vasc Biol 2023; Goldstein LB, Toth PP, Dearborn-Tomazos JL et al.
http://www.ncbi.nlm.nih.gov/pubmed/?term=37706297

Statins are protecting end stage renal disease + PAD patients
In this study the authors aimed to ascertain the therapeutic role of statins in patients
afflicted with both Peripheral Artery Disease (PAD) and End-Stage Renal Disease (ESRD).
The analysis utilized data from Taiwan's National Health Insurance Research Database and
used propensity score matching to equate baseline characteristics between statin users and
nonusers. While the overall rates of limb events and major adverse cardiovascular events
(MACEs) remained consistent between both groups, strikingly, the group on statins
showcased reduced rates of limb amputation, stroke, cardiovascular death, and overall
death. This was despite a higher incidence of angioplasty for PAD in the statin group. These
findings contrast with some earlier studies that found limited cardiovascular benefits of
statins in ESRD patients. It's crucial to highlight that PAD and ESRD patients form a high-
risk population demanding rigorous medical intervention. This research posits that despite
the controversies surrounding the use of statins in ESRD patients, those with co-existing
PAD may indeed benefit from statin therapy. However, limitations such as the non-
consideration of statin type, dosage, and duration, and lack of detailed patient biomarker
data require that these findings be interpreted with caution. The potential therapeutic
advantage of statins for secondary prevention in ESRD patients with PAD certainly warrants
further exploration.

Protective Effects of Statins on Limb and Cardiovascular Outcomes in Patients with
Peripheral Artery Disease and End-Stage Renal Disease. Acta Cardiologica Sinica 2023;



39:755-764Lu CR, Lu SY, Lin SY et al. http://www.ncbi.nlm.nih.gov/pubmed/?term=37720404

Statin + ezetimibe or high intensity statin? Variability in
plasma lipids favors the latter.

This retrospective study assessed the variability in plasma lipids in 1,275 patients with
coronary atherosclerosis disease (CAD) on either intensive statin therapy or conventional-
dose statins combined with ezetimibe, over a decade. The key finding indicates that
intensive statin therapy offers less variability in key lipid parameters such as total
cholesterol (TC), low-density lipoprotein cholesterol (LDL-C), and non-HDL-C compared to
the combination therapy. Less variability might correlate with more consistent drug effects
and potentially fewer cardiovascular events, considering lipid variability has emerged as a
reliable predictor of such events.

While this insight is invaluable, the study's retrospective nature poses inherent limitations.
Changes in lipid management guidelines over the 10-year enroliment period might introduce
inconsistencies in patient treatment strategies. Also, baseline differences in LDL levels
among groups could introduce confounding factors. Furthermore, the potential influence of
varying diets and environments on lipid levels during different follow-up times isn't
accounted for. As variability in ezetimibe's effects might relate to dietary changes, a
controlled, prospective trial would provide a more definitive assessment. In essence, while
the study underscores the potential benefits of intensive statin therapy over combination
therapy in lipid variability, the methodological constraints warrant a cautious interpretation.
Future randomized controlled trials will be instrumental in cementing these findings.
Variability in Plasma Lipids Between Intensive Statin Therapy and Conventional-Dose
Statins Combined with Ezetimibe Therapy in Patients with Coronary Atherosclerosis
Disease. Int Heart J 2023; Jin J, Shan L, Wang M et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37704407

Relevant Publications

1. Treat-to-Target LDL Strategy of Statin Dosing Is Noninferior to High-Intensity Dosing.
American family physician 2023; 108:OnlineSlawson DC.
http://www.ncbi.nim.nih.gov/pubmed/?term=37725472

2. Early Computed Tomography Coronary Angiography and Preventative Treatment in
Patients with Suspected Acute Coronary Syndrome A secondary analysis of the
RAPID-CTCA trial. Am Heart J 2023; Wang KL, Meah MN, Bularga A et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37709109

3. Rapidly Occurring Statin-Associated Muscle Symptoms With Rosuvastatin. American
journal of therapeutics 2023; 30:e486-e487Giiven AT.
http://www.ncbi.nlm.nih.gov/pubmed/?term=37713705

4. Effect of statin treatment on mortality in elderly patients with type 2 diabetes mellitus
patients: a retrospective cohort study. BMC geriatrics 2023; 23:549Fan Y, Wang J, Wu
H et al. http://www.ncbi.nlm.nih.gov/pubmed/?term=37697242

5. Quantifying the impact of taking medicines for primary prevention: a time-trade off
study to elicit direct treatment disutility in the UK. BMJ Open 2023;
13:¢063800Thompson A, Youn JH, Guthrie B et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37734893

6. Association of perioperative use of statins, metformin, and aspirin with recurrence
after curative liver resection in patients with hepatocellular carcinoma: A propensity
score matching analysis. Cancer medicine 2023; Khajeh E, Aminizadeh E, Moghadam
AD et al. http://lwww.ncbi.nlm.nih.gov/pubmed/?term=37737550

7. Pravastatin for lowering lipids. The Cochrane database of systematic reviews 2023;
9:Cd013673Adams SP, Alaeiilkhchi N, Tasnim S, Wright JM.
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http://www.ncbi.nim.nih.gov/pubmed/?term=37721222

. Microalbuminuria as the Tip of Iceberg in Type 2 Diabetes Mellitus: Prevalence, Risk

Factors, and Associated Diabetic Complications. Cureus 2023; 15:e43190Asghar S,
Asghar S, Mahmood T et al. http://www.ncbi.nlm.nih.gov/pubmed/?term=37692611

. Fixed Combination for the Treatment of Dyslipidaemia. Curr Atheroscler Rep 2023;

Ferri N, Ruscica M, Santos RD, Corsini A. http://www.ncbi.nlm.nih.gov/pubmed/?
term=37715044

The influence of atorvastatin, amlodipine and ethoxidol on ubiquinol and ubiquinone
endogenous plasma concentrations in patients with chronic heart failure. Current
drug_metabolism 2023; Zozina VI, Kondratenko SN, Shikh EV et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37711113

Genomic Insights into Statin Therapy: Differential Expression Analysis of Key Genes.
Curr Probl Cardiol 2023:102103Mahjoubin-Tehran M, Sukhorukov VN, Jmaialahmadi
T, Sahebkar A. http://www.ncbi.nIm.nih.gov/pubmed/?term=37741602

Low-density lipoprotein cholesterol and non-high-density lipoprotein cholesterol in
type 1 diabetes and type 2 diabetes: Lipid goal attainment in a large German-Austrian
diabetes registry. Diabetes Obes Metab 2023; Brandts J, Tittel SR, Bramlage P et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37694759

The importance of statin therapy in atrial fibrillation patients independent of CHADS-
VASc score. Europace 2023; Aksit E, Taylan G, Kiiglik U.
http://www.ncbi.nim.nih.gov/pubmed/?term=37725939

Randomized trial to assess the potential role of ascorbic acid and statin for post-
contrast acute kidney injury prevention. International urology and nephrology 2023;
Hashem A, Laymon M, Elgamal M et al. http://www.ncbi.nlm.nih.gov/pubmed/?
term=37742328

Association of PCSK9 Inhibitor Initiation on Statin Adherence and Discontinuation. J
Am Heart Assoc 2023; 12:e029707LaFratte C, Peasah SK, Huang Y et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37702065

Effect of Virgin Coconut Oil (VCO) on Cardiometabolic Parameters in Patients with
Dyslipidemia: A Randomized, Add-on Placebo-Controlled Clinical Trial. J Am Nutr
Assoc 2023:1-8Maiti R, Mohanty RR, Dey A et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37708389

Effect of Eicosapentaenoic Acid/Docosahexaenoic Acid on Coronary High-Intensity
Plaques Detected Using Noncontrast T1-weighted Imaging: The AQUAMARINE
EPA/DHA Randomized Study. J Atheroscler Thromb 2023; Nakao K, Noguchi T, Miura
H et al. http://www.ncbi.nlm.nih.gov/pubmed/?term=37704431

A cardiovascular polypill for secondary stroke prevention in a tertiary centre in
Ghana (SMAART): a phase 2 randomised clinical trial. The Lancet. Global health
2023; 11:e1619-e1628Sarfo FS, Voeks J, Adamu S et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37734804

Apolipoprotein A-l vascular gene therapy reduces vein-graft atherosclerosis. Mol
Ther Methods Clin Dev 2023; 30:558-572Bi L, Wacker BK, Komandur K et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37693942

Physicians' perceptions and beliefs on the current dyslipidemia management
practices within Saudi Arabia. Saudi pharmaceutical journal : SPJ : the official
publication of the Saudi Pharmaceutical Society 2023; 31:101759AImigbal TH,
Almunif DS, Ali Deshisha E et al. http://www.ncbi.nim.nih.gov/pubmed/?
term=37705879

Investigating the impact of suboptimal prescription of preoperative antiplatelets and
statins on race and ethnicity-related disparities in major limb amputation. Vascular
medicine (London, England)_2023:1358863x231196139Kalbaugh CA, Witrick B,
Howard KA et al. http://[www.ncbi.nim.nih.gov/pubmed/?term=37737127

[Application of target trail emulation in real world: a case study of effect of statins on
mortality in diabetes patients]. Zhonghua liu xing_bing xue za zhi = Zhonghua
liuxingbingxue zazhi 2023; 44:1480-1485Wang RZ, Xi LJ, Yang XK et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37743285

Exploring Sorafenib and Simvastatin Combination for Ferroptosis-Induced Cancer
Treatment: Cytotoxicity Screening, In Vivo Efficacy, and Safety Assessment. AAPS
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PharmSciTech 2023; 24:180Kuche K, Yadav V, Patel M et al.
http://www.ncbi.nlm.nih.gov/pubmed/?term=37697085

Rosuvastatin effects on the HDL proteome in hyperlipidemic patients. Acta
pharmaceutica (Zagreb, Croatia) 2023; 73:363-384Vavlukis A, Mladenovska K,
Davalieva K et al. http://www.ncbi.nIm.nih.gov/pubmed/?term=37708957

Impact of Concomitant Cardiovascular Therapies on Efficacy and Safety of Relugolix
vs Leuprolide: Subgroup Analysis from HERO Study in Advanced Prostate Cancer.
Adv Ther 2023; Shore ND, Mehlhaff BA, Cookson MS et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37713020

Atherosclerosis as a Risk Factor for IBD: A Population-Based Case-Control Study.
Am J Gastroenterol 2023; Faye AS, Axelrad J, Sun J et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37721310

Cardiovascular Risk Scores among Asymptomatic Adults with Haemophilia. Arquivos
brasileiros de cardiologia 2023; 120:e20230004Camelo RM, Caram-Deelder C, Duarte
BP et al. http://www.ncbi.nlm.nih.gov/pubmed/?term=37729292

Ribociclib may potentiate rosuvastatin effect in causing late onset rhabdomyolysis.
BMJ case reports 2023; 16Teo SW, Hayes T, Gome J.
http://www.ncbi.nim.nih.gov/pubmed/?term=37696610

Treatment target achievement in patients with familial hypercholesterolemia: A real-
world descriptive study. Clin Biochem 2023; 120:110649Faubert S, Paquette M, Baass
A, Bernard S. http://www.ncbi.nlm.nih.gov/pubmed/?term=37739254

Evaluating the prevalence of lipid assessments in children in Alberta, Canada. CMAJ
open 2023; 11:E820-e825Christian S, Ridsdale R, Lin M, Khoury M.
http://www.ncbi.nim.nih.gov/pubmed/?term=37726114

Bilateral Linear Porokeratosis Treated With Topical Lovastatin 2% Monotherapy.
Cureus 2023; 15:e43657Diep D, Pyatetsky IA, Barrett KL et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37719543

Dysphagia: A Case Report of an Atypical Presentation of Statin-Induced Necrotizing
Myositis. Cureus 2023; 15:e43587Polmann MB, Suarez RI, Saad A, Bedran KH.
http://www.ncbi.nlm.nih.gov/pubmed/?term=37719573

Statins and portal hypertension: a systematic review and meta-analysis of
randomized controlled trials. Curr Med Chem 2023; Jamialahmadi T, Reiner Z, Riahi
MM et al. http://www.ncbi.nim.nih.gov/pubmed/?term=37723637

Statin as repurposed drug in Ovarian Cancer: A comprehensive review. Current
pharmaceutical design 2023; Ahmad A, Javed S, Kiran S.
http://www.ncbi.nim.nih.gov/pubmed/?term=37711112

Efficacy of a novel glioma therapy based on ferroptosis induced by layered double
hydroxide loaded with simvastatin. Environ Res 2023:117112Peng W, Qian Y, Qi X.
http://www.ncbi.nim.nih.gov/pubmed/?term=37717807

Identification of Drugs Acting as Perpetrators in Common Drug Interactions in a
Cohort of Geriatric Patients from Southern Italy and Analysis of the Gene
Polymorphisms That Affect Their Interacting Potential. Geriatrics (Basel) 2023;
8Cataldi M, Celentano C, Bencivenga L et al. http://www.ncbi.nim.nih.gov/pubmed/?
term=37736884

Emerging therapeutic options in the management of diabetes: recent trends,
challenges and future directions. Int J Obes (Lond)_2023; Ansari MA, Chauhan W,
Shoaib S et al. http://www.ncbi.nim.nih.gov/pubmed/?term=37696926

Long-term Efficacy and Safety of K-924 Pitavastatin/Ezetimibe Fixed-dose
Combination in Patients with Hypercholesterolemia: A Phase lll, Multi-center, Open-
label Trial. J Atheroscler Thromb 2023; Ako J, Yokote K, Tsujita K et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37722882

Impact of preoperative statin medication on long-term outcomes after
pancreatoduodenectomy for ductal adenocarcinoma: an international multicentric
cross-sectional study. Journal of cancer research and clinical oncology 2023; Joliat
GR, Gaspar-Figueiredo S, Labgaa | et al. http://www.ncbi.nlm.nih.gov/pubmed/?
term=37740766

Association of oxidized ApoB and oxidized ApoA-l with high-risk coronary plaque
features in cardiovascular disease. JCI insight 2023; Sorokin AV, Hong CG, Aponte




AM et al. http://www.ncbi.nlm.nih.gov/pubmed/?term=37698922

41. Factors influencing drug switching and changes in low-density lipoprotein-
cholesterol levels with atorvastatin: a real-world observational study. Lipids Health
Dis 2023; 22:151Lim YC, Lee EK, Park MH. http://www.ncbi.nIm.nih.gov/pubmed/?
term=37705044

42. The efficacy of statins in the treatment of rheumatoid arthritis: A systematic review
and meta-analysis. Medicine (Baltimore)_2023; 102:e35088Ren C, Li M.
http://www.ncbi.nim.nih.gov/pubmed/?term=37713899

43. Structure of human drug transporters OATP1B1 and OATP1B3. Nature
communications 2023; 14:5774Ciuta AD, Nosol K, Kowal J et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37723174

44. Therapeutic approaches for cholestatic liver diseases: the role of nitric oxide
pathway. Naunyn-Schmiedeberg's archives of pharmacology 2023; Lashgari NA,
Khayatan D, Roudsari NM et al. http://www.ncbi.nIm.nih.gov/pubmed/?term=37736835

45. Pathogenesis-directed treatment of linear porokeratosis with topical cholesterol-
lovastatin. Pediatr Dermatol 2023; Maredia H, Hand JL, Tollefson MM.
http://www.ncbi.nim.nih.gov/pubmed/?term=37726979

Basic Science

1. Microfluidic technology and simulation models in studying pharmacokinetics during
pregnancy. Frontiers in pharmacology 2023; 14:1241815Kammala AK, Richardson LS,
Radnaa E et al. http://www.ncbi.nlm.nih.gov/pubmed/?term=37663251

2. Insight into the photolytic degradation products of Rosuvastatin: Full chiral and
structural elucidation and conversion kinetics by a combined chromatographic,

spectroscopic and theoretical approach. Journal of pharmaceutical and biomedical
analysis 2023; 236:115636Borioni A, Mammone FR, Risoluti R et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37657179

3. A study on the chemical stability of cholesterol-lowering drugs in concomitant
simple suspensions with magnesium oxide. Journal of pharmaceutical health care
and sciences 2023; 9:32Kato G, Mitome H, Miyauchi Y et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37644559

4. In vivo efficacy of pitavastatin combined with itraconazole against Aspergillus
fumigatus in silkworm models. Microbiol Spectr 2023:e0266623Majima H, Arai T,
Kamei K, Watanabe A. http://www.ncbi.nIm.nih.gov/pubmed/?term=37655910

5. Inhibitory perturbations of Fluvastatin on afterhyperpolarization current, erg-
mediated K(+) current, and hyperpolarization-activated cation current in both

pituitary GH(3) cells and primary embryonic mouse cortical neurons. Neuroscience
2023; Wang YJ, Yeh CJ, Gao ZH et al. http://www.ncbi.nlm.nih.gov/pubmed/?
term=37661016

6. High throughput compound screening in neuronal cells identifies statins as
activators of ataxin 3 expression. Scientific reports 2023; 13:14911Stahl F, Schmitt I,
Denner P et al. http://www.ncbi.nIm.nih.gov/pubmed/?term=37689718

7. Evaluation of the effect of pitavastatin on motor deficit and functional recovery in
sciatic nerve injury: A CatWalk study. Turk J Phys Med Rehabil 2023; 69:334-
343Mansiz-Kaplan B, Kotanoglu MS, Giirsoy K et al.
http://www.ncbi.nim.nih.gov/pubmed/?term=37674804
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