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[1] Terrar DA. Calcium Signaling in the Heart. Advances in experimental medicine and biology 
2020; 1131:395-443.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31646519  
ABSTRACT  
The aim of this chapter is to discuss evidence concerning the many roles of calcium ions, Ca(2+), 
in cell signaling pathways that control heart function. Before considering details of these 
signaling pathways, the control of contraction in ventricular muscle by Ca(2+) transients 
accompanying cardiac action potentials is first summarized, together with a discussion of how 
myocytes from the atrial and pacemaker regions of the heart diverge from this basic scheme. 
Cell signaling pathways regulate the size and timing of the Ca(2+) transients in the different 
heart regions to influence function. The simplest Ca(2+) signaling elements involve enzymes 
that are regulated by cytosolic Ca(2+). Particularly important examples to be discussed are 
those that are stimulated by Ca(2+), including Ca(2+)-calmodulin-dependent kinase (CaMKII), 
Ca(2+) stimulated adenylyl cyclases, Ca(2+) stimulated phosphatase and NO synthases. Another 
major aspect of Ca(2+) signaling in the heart concerns actions of the Ca(2+) mobilizing agents, 
inositol trisphosphate (IP3), cADP-ribose (cADPR) and nicotinic acid adenine dinucleotide 
phosphate, (NAADP). Evidence concerning roles of these Ca(2+) mobilizing agents in different 
regions of the heart is discussed in detail. The focus of the review will be on short term 
regulation of Ca(2+) transients and contractile function, although it is recognized that Ca(2+) 
regulation of gene expression has important long term functional consequences which will also 
be briefly discussed. 
 
[2] Pedro-Botet J, Lopez-Miranda J, Badimon L et al. Overall Mortality and LDL Cholesterol 
Reduction in Secondary Prevention Trials of Cardiovascular Disease. American journal of 
cardiovascular drugs : drugs, devices, and other interventions 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31650523  
ABSTRACT  
Pooled data from randomized clinical trials on lipid-lowering therapy have provided valuable 
information and clinical insights. Although cardiovascular disease is a common cause of death, 
mortality data have rarely been prominent in key lipid trials. The 4S, LIPID and HPS trials were 
the first to demonstrate a reduction in overall mortality. Lower- versus higher-intensity statin 
trials and non-statin lipid-lowering trials with ezetimibe and proprotein convertase subtilisin-
kexin type 9 (PCSK9) inhibitors proved that additional lipid lowering significantly reduces the 
occurrence of cardiovascular events. However, only the ODYSSEY OUTCOMES trial showed a 
reduction in all-cause mortality. The aim of the present narrative review was to contrast these 
results with those of other key lipid trials: those assessing statins compared with placebo, those 
evaluating intensive- versus moderate-intensity lipid-lowering therapy and, finally, those 
investigating non-statin lipid-lowering therapies. 
 
[3] Eales JM, Maan AA, Xu X et al. Human Y Chromosome Exerts Pleiotropic Effects on 
Susceptibility to Atherosclerosis. Arteriosclerosis, thrombosis, and vascular biology 2019; 
39:2386-2401.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31644355  
ABSTRACT  
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OBJECTIVE: The male-specific region of the Y chromosome (MSY) remains one of the most 
unexplored regions of the genome. We sought to examine how the genetic variants of the MSY 
influence male susceptibility to coronary artery disease (CAD) and atherosclerosis. Approach 
and Results: Analysis of 129 133 men from UK Biobank revealed that only one of 7 common 
MSY haplogroups (haplogroup I1) was associated with CAD-carriers of haplogroup I1 had 
approximately 11% increase in risk of CAD when compared with all other haplogroups 
combined (odds ratio, 1.11; 95% CI, 1.04-1.18; P=6.8x10(-4)). Targeted MSY sequencing 
uncovered 235 variants exclusive to this haplogroup. The haplogroup I1-specific variants 
showed 2.45- and 1.56-fold respective enrichment for promoter and enhancer chromatin 
states, in cells/tissues relevant to atherosclerosis, when compared with other MSY variants. 
Gene set enrichment analysis in CAD-relevant tissues showed that haplogroup I1 was 
associated with changes in pathways responsible for early and late stages of atherosclerosis 
development including defence against pathogens, immunity, oxidative phosphorylation, 
mitochondrial respiration, lipids, coagulation, and extracellular matrix remodeling. UTY was the 
only Y chromosome gene whose blood expression was associated with haplogroup I1. 
Experimental reduction of UTY expression in macrophages led to changes in expression of 59 
pathways (28 of which overlapped with those associated with haplogroup I1) and a significant 
reduction in the immune costimulatory signal. CONCLUSIONS: Haplogroup I1 is enriched for 
regulatory chromatin variants in numerous cells of relevance to CAD and increases 
cardiovascular risk through proatherosclerotic reprogramming of the transcriptome, partly 
through UTY. 
 
[4] Kuipers AL, Wojczynski MK, Barinas-Mitchell E et al. Genome-wide linkage analysis of 
carotid artery traits in exceptionally long-lived families. Atherosclerosis 2019; 291:19-26.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31634740  
ABSTRACT  
BACKGROUND AND AIMS: Atherosclerosis develops with age and is partially controlled by 
genetics. Research to date has identified common variants with small effects on atherosclerosis 
related traits. We aimed to use family-based genome-wide linkage analysis to identify 
chromosomal regions potentially harboring rare variants with larger effects for atherosclerosis 
related traits. METHODS: Participants included 2205 individuals from the Long Life Family Study 
(LLFS), which recruited families with exceptional longevity from Boston, New York, Pittsburgh, 
and Denmark. Participants underwent B-mode ultrasonography of the carotid arteries to 
measure intima-media thickness (IMT), inter-adventitial diameter (IAD), and plaque presence 
and severity. We conducted residual heritability and genome-wide linkage analyses adjusted for 
age, age(2), sex, and field center using pedigree-based maximum-likelihood methods in SOLAR. 
RESULTS: All carotid traits were significantly heritable with a range of 0.68 for IAD to 0.38 for 
IMT. We identified three chromosomal regions with linkage to IAD (3q13; max LOD 5.3), plaque 
severity (17q22-q23, max LOD 3.2), and plaque presence (17q24, max LOD 3.1). No common 
allelic variants within these linkage peaks were associated with the carotid artery traits. 
CONCLUSIONS: We identified three chromosomal regions with evidence of linkage to carotid 
artery diameter and atherosclerotic plaque in exceptionally long-lived families. Since common 
allelic variants within our linkage peaks did not account for our findings, future follow-up 
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resequencing of these regions in LLFS families should help advance our understanding of 
atherosclerosis, CVD, and healthy vascular aging. 
 
[5] Nersesjan V, Hansen K, Krag T et al. Palbociclib in combination with simvastatin induce 
severe rhabdomyolysis: a case report. BMC neurology 2019; 19:247.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31640597  
ABSTRACT  
BACKGROUND: Palbociclib is a selective well-tolerated antineoplastic drug used in the 
treatment of advanced HER2-negative, estrogen-receptor positive breast cancer that has shown 
significant improvement in progression-free survival. We present a patient that developed 
severe rhabdomyolysis with tetra-affection and loss of gait after initiating the first cycle of 
Palbociclib concomitantly with Simvastatin 40 mg treatment. CASE PRESENTATION: A 71-year-
old woman with metastatic breast cancer developed tetraparesis and near fatal rhabdomyolysis 
after initiation of first cycle Palbociclib. For 10 years prior to this treatment, the patient had 
been treated with Simvastatin without myalgia or other neuromuscular complaints prior to the 
first cycle of Palbociclib. The patient was admitted at the neurology department, where 
Palbociclib and Simvastatin were discontinued. The patient was aggressively hydrated and 
treated with intravenous immunoglobulin therapy with slowly remission and finally regaining 
independent gait function. Evaluation showed a negative myositis antibody work-up. Muscle 
magnetic resonance imaging showed edema in multiple foci, but skeletal muscle biopsy did not 
show necrosis. Post discharge genetic analysis showed single heterozygosity for nucleotide 
polymorphism rs4149056. CONCLUSION: We present a patient who developed severe 
rhabdomyolysis induced by a combination of Palbociclib and Simvastatin treatment. 
Rhabdomyolysis was most likely induced by toxic plasma concentrations of Simvastatin due to 
Palbociclibs inhibition of the CYP3A4 enzyme in combination with a decreased hepatic uptake 
of Simvastatin due to single nucleotide polymorphism rs4149056. The study underscores that 
combining Simvastatin and Palbociclib should be done cautiously and genetic testing of the 
rs4149056 SNP is warranted. If present, Simvastatin should be discontinued or replaced with a 
lesser myopathic statin in regard to patients risk of cardiovascular events. 
 
[6] Muga MA, Owili PO, Hsu CY, Chao JC. Association of lifestyle factors with blood lipids and 
inflammation in adults aged 40 years and above: a population-based cross-sectional study in 
Taiwan. BMC public health 2019; 19:1346.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31640644  
ABSTRACT  
BACKGROUND: Lifestyle factors were associated with an increased risk of cardiovascular 
disease (CVD) occurrence. We explored the associations between lifestyle factors and CVD risk 
factors, and assessed the interactive effects of lifestyle factors on CVD risk factors. METHODS: A 
cross-sectional data of 114,082 (57,680 men and 56,402 women) middle-aged adults and 
elderly in Taiwan were collected from 2001 to 2010. Logistic regression analysis was used to 
assess the associations between lifestyle factors and CVD risk factors. The relative excess risk 
due to interaction (RERI) and the attributable proportion due to interaction were used to 
explore the interactive effect of lifestyle factors on CVD risk factors. RESULTS: The interaction 
between alcohol consumption and smoking exhibited an excess risk of high triglycerides (RERI = 
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0.21; 95% CI: 0.14-0.29), and that of alcohol consumption and physical activity had an excess 
risk of high LDL-cholesterol (RERI = 0.11; 95% CI: 0.06-0.16) and high blood glucose (RERI = 0.05; 
95% CI: 0.01-0.11). Alcohol consumption and vegetable-rich diet (intake of high vegetables with 
no or low meat) had an excess risk of high LDL-cholesterol and low HDL-cholesterol, but a 
reduced risk of high triglycerides (RERI = - 0.10; 95% CI: - 0.17 - -0.04). Smoking and physical 
activity had an increased risk of high blood glucose and a reduced risk of low HDL-cholesterol. 
Smoking and vegetable-rich diet reduced the risk of high triglycerides (RERI = - 0.11; 95% CI: - 
0.18 - - 0.04), high blood glucose (RERI = - 0.14; 95% CI: - 0.21 - - 0.07) and low HDL-cholesterol 
(RERI = - 0.10; 95% CI: - 0.19 - -0.01). CONCLUSIONS: The interaction between smoking, alcohol 
consumption, physical activity and diet were associated with lipid profile and blood glucose, 
hence there was an interaction between these lifestyle factors in an additive scale. Public 
health promotion should therefore consider multifaceted promotional activities that are likely 
to make a positive impact on the health status of the Taiwanese population. 
 
[7] Pan SW, Yen YF, Feng JY et al. Opposite effects of statins on the risk of tuberculosis and 
herpes zoster in patients with diabetes: a population-based cohort study. British journal of 
clinical pharmacology 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31633826  
ABSTRACT  
AIMS: It remains uncertain whether statins use is associated with the risks of tuberculosis (TB) 
and herpes zoster in patients with type 2 diabetes. This study aims to assess the effects of 
statins versus non-statins lipid-lowering agents on the risk of these infectious diseases in 
patients with diabetes. METHODS: Participants in the Taiwan National Health Insurance 
Research Database diagnosed with type 2 diabetes in 2001-2013 were classified as statin users, 
non-statin users, and lipid-lowering drug-free groups. Participants were observed for incident 
TB and herpes zoster from diabetes diagnosis until treatment crossover or December 2013. 
Statin user and non-statin user were the time-dependent variables in Cox regression analysis. 
RESULTS: Over 240,782 person-years of observation, statin users (n=17,696) were associated 
with a lower TB risk than non-statin users (n=5,327) and the drug-free group (n=22,316) 
(adjusted hazard ratio [aHR]: 0.66; 95% CI: 0.44-0.99 and aHR: 0.57; 95% CI: 0.44-0.73). 
Compared with non-statin users, statin users showed a dose-dependent association with TB risk 
(low-potency statin users, aHR: 0.692; 95% CI: 0.455-1.053; high-potency users, aHR: 0.491; 
95% CI: 0.241-0.999). Statin users presented with a higher risk of herpes zoster than non-statin 
users and the drug-free group (aHR: 1.23; 95% CI: 1.01-1.50 and aHR: 1.20; 95% CI: 1.09-1.33). 
The risks of TB and herpes zoster were not statistically different between non-statin users and 
the drug-free group. CONCLUSION: Compared with non-statin drugs, statin use was specifically 
associated with a decreased risk of TB but a moderately increased risk of herpes zoster in this 
cohort study. 
 
[8] Nieves JP, Baum SJ. A review of the evidence for alternative and complementary medical 
approaches in the prevention of atherosclerotic cardiovascular disease and diabetes. 
Cardiovascular endocrinology 2017; 6:39-43.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31646118  
ABSTRACT  
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The use of complementary and alternative medicine approaches has increased in the recent 
years. It has been utilized in both the treatment and prevention of many chronic diseases, 
especially in the management of hypertension, diabetes, and hyperlipidemia. Lifestyle 
modifications play a fundamental role in alternative and complementary medicine. Regular 
exercise, maintenance of optimal weight, and a healthful diet play vital roles in maintaining 
ideal health. Specifically, the Dietary Approaches to Stop Hypertension and Mediterranean 
diets have been established as having beneficial effects on blood pressure and cholesterol and 
even cardiovascular outcomes. Still, additional supplements including fish oil, CoQ10, and red 
yeast rice (among others) have shown promising beneficial effects. Unfortunately, many of the 
beneficial claims of natural products are not scientifically proven, lack reproducibility, and/or 
yield conflicting results. Until more concrete evidence can be produced, it is important for 
physicians and patients alike to familiarize themselves with these natural products and increase 
their awareness of any potential adverse effects. 
 
[9] Warraich HJ, Rana JS. Dyslipidemia in diabetes mellitus and cardiovascular disease. 
Cardiovascular endocrinology 2017; 6:27-32.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31646116  
ABSTRACT  
Patients with diabetes have a high residual risk for cardiovascular disease (CVD) and adverse 
outcomes despite statin therapy and lifestyle modifications. Particular to individuals with 
diabetes is the pattern of elevated triglycerides, small dense low density lipoprotein 
cholesterol, and reduced levels of high density lipoprotein cholesterol, described as 
dyslipidemia of diabetes. The role of combination therapy with an additional agent such as 
niacin, ezetimibe, fenofibrate, and n-3 fatty acids has been studied; however, at the same time, 
these agents have come under criticism for their limitations. We performed a review of key 
trials assessing the benefit of combination therapy to reduce CVD risk from dyslipidemia. Of the 
currently available agents that can be used in combination with statins, ezetimibe has the most 
favorable risk profile, with a recent trial demonstrating modest incremental benefit when given 
in addition to statins. PCSK9 inhibitors are a promising category, although clinical outcome data 
in individuals with diabetes are pending. 
 
[10] Petrilli WL, Adam GC, Erdmann RS et al. From Screening to Targeted Degradation: 
Strategies for the Discovery and Optimization of Small Molecule Ligands for PCSK9. Cell 
chemical biology 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31653597  
ABSTRACT  
Proprotein convertase substilisin-like/kexin type 9 (PCSK9) is a serine protease involved in a 
protein-protein interaction with the low-density lipoprotein (LDL) receptor that has both 
human genetic and clinical validation. Blocking this protein-protein interaction prevents LDL 
receptor degradation and thereby decreases LDL cholesterol levels. Our pursuit of small-
molecule direct binders for this difficult to drug PPI target utilized affinity selection/mass 
spectrometry, which identified one confirmed hit compound. An X-ray crystal structure 
revealed that this compound was binding in an unprecedented allosteric pocket located 
between the catalytic and C-terminal domain. Optimization of this initial hit, using two distinct 
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strategies, led to compounds with high binding affinity to PCSK9. Direct target engagement was 
demonstrated in the cell lysate with a cellular thermal shift assay. Finally, ligand-induced 
protein degradation was shown with a proteasome recruiting tag attached to the high-affinity 
allosteric ligand for PCSK9. 
 
[11] Shimada T, Topchiy E, Leung AKK et al. Very Low Density Lipoprotein Receptor Sequesters 
Lipopolysaccharide Into Adipose Tissue During Sepsis. Critical care medicine 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31651422  
ABSTRACT  
OBJECTIVES: Obese patients have lower sepsis mortality termed the "obesity paradox." We 
hypothesized that lipopolysaccharide, known to be carried within lipoproteins such as very low 
density lipoprotein, could be sequestered in adipose tissue during sepsis; potentially 
contributing a survival benefit. DESIGN: Retrospective analysis. SETTING: University research 
laboratory. SUBJECTS AND PATIENTS: Vldlr knockout mice to decrease very low density 
lipoprotein receptors, Pcsk9 knockout mice to increase very low density lipoprotein receptor, 
and Ldlr knockout mice to decrease low density lipoprotein receptors. Differentiated 3T3-L1 
adipocytes. Caucasian septic shock patients. INTERVENTIONS: We measured lipopolysaccharide 
uptake into adipose tissue 6 hours after injection of fluorescent lipopolysaccharide into mice. 
Lipopolysaccharide uptake and very low density lipoprotein receptor protein expression were 
measured in adipocytes. To determine relevance to humans, we genotyped the VLDLR 
rs7852409 G/C single-nucleotide polymorphism in 519 patients and examined the association 
of 28-day survival with genotype. MEASUREMENTS AND MAIN RESULTS: Lipopolysaccharide 
injected into mice was found in adipose tissue within 6 hours and was dependent on very low 
density lipoprotein receptor but not low density lipoprotein receptors. In an adipocyte cell line 
decreased very low density lipoprotein receptor expression resulted in decreased 
lipopolysaccharide uptake. In septic shock patients, the minor C allele of VLDLR rs7852409 was 
associated with increased survival (p = 0.010). Previously published data indicate that the C 
allele is a gain-of-function variant of VLDLR which may increase sequestration of very low 
density lipoprotein (and lipopolysaccharide within very low density lipoprotein) into adipose 
tissue. When body mass index less than 25 this survival effect was accentuated and when body 
mass index greater than or equal to 25 this effect was diminished suggesting that the effect of 
variation in very low density lipoprotein receptor function is overwhelmed when copious 
adipose tissue is present. CONCLUSIONS: Lipopolysaccharide may be sequestered in adipose 
tissue via the very low density lipoprotein receptor and this sequestration may contribute to 
improved sepsis survival. 
 
[12] Ruiz HH, Ramasamy R, Schmidt AM. Advanced Glycation End Products: Building on the 
Concept of the "Common Soil" in Metabolic Disease. Endocrinology 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31638645  
ABSTRACT  
The role of advanced glycation end products (AGEs) in promoting and/or exacerbating 
metabolic dysregulation is being increasingly recognized. AGEs are formed when reducing 
sugars non-enzymatically bind to proteins or lipids, a process that is enhanced by hyperglycemic 
and hyperlipidemic environments characteristic of numerous metabolic disorders including 
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obesity, diabetes and its complications. In this mini-review, we put forth the notion that AGEs 
span the spectrum from cause to consequence of insulin resistance (IR) and diabetes, and 
represent a "common soil" underlying the pathophysiology of these metabolic disorders. 
Collectively, the surveyed literature suggests that AGEs, both those that form endogenously as 
well as exogenous AGEs derived from environmental factors such as pollution, smoking and 
"Western" style diets, contribute to the pathogenesis of obesity and diabetes. Specifically, AGE 
accumulation in key metabolically-relevant organs induces IR, inflammation and oxidative 
stress, which in turn provide substrates for excess AGE formation, thus, creating a feed-forward 
fueled pathological loop mediating metabolic dysfunction. 
 
[13] Mitchell UA, Ailshire JA, Kim JK, Crimmins EM. Black-White Differences in 20-year Trends 
in Cardiovascular Risk in the United States, 1990-2010. Ethnicity & disease 2019; 29:587-598.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31641326  
ABSTRACT  
Objective: Improvements in the Black-White difference in life expectancy have been attributed 
to improved diagnosis and treatment of cardiovascular diseases and declines in cardiovascular 
disease mortality. However, it is unclear whether race differences in total cardiovascular risk 
and the prevalence of cardiovascular risk factors have improved in the United States since the 
1990s. Design: Serial cross-sectional design. Setting: Data from the 1988-1994, 1999-2002, and 
2009-2012 National Health and Nutrition Examination Survey (NHANES). Methods: We 
estimated total cardiovascular risk levels, the prevalence of high-risk cardiovascular risk factors 
and the use of antihypertensive and lipid-lowering drugs among US Black and White men and 
women to determine whether differential changes occurred from 1990-2010. Results: Total 
cardiovascular risk declined for all races from 1990-2010. The Black-White difference was only 
significant in 2000 and sex-specific analyses showed that trends seen in the total population 
were driven by changes among women. Black and White men did not differ in risk at any time 
during this period. Conversely, Black women had significantly higher risk than White women in 
1990 and 2000; this difference was eliminated by 2010. Improved diagnosis and treatment of 
high blood pressure and high cholesterol reduced risk in the total population; improved blood 
pressure and lipid profiles among Black women and increasing obesity prevalence among White 
women specifically contributed to the narrowing of the Black-White difference in risk among 
women. Conclusion: Cardiovascular risk and racial disparities in risk declined among US Whites 
and Blacks due to greater use and effectiveness of lipid-lowering and antihypertensive 
medications. 
 
[14] Chau YP, Cheng YC, Sing CW et al. The lipid-lowering effect of once-daily soya drink 
fortified with phytosterols in normocholesterolaemic Chinese: a double-blind randomized 
controlled trial. European journal of nutrition 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31642984  
ABSTRACT  
PURPOSE: Phytosterols reduce intestinal cholesterol absorption and help to lower LDL-
cholesterol. Many Chinese adults are lactose-intolerant and cannot tolerate bovine milk 
enriched with phytosterol. Soya-milk is a common beverage in Asia and it has beneficial effects 
on general health. We therefore conducted a randomized double-blind controlled trial to assess 
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the effectiveness of a phytosterols-enriched soya drink in lowering serum LDL-cholesterol level 
(primary outcome) and other cardiovascular parameters (secondary outcomes). METHODS: One 
hundred and fifty-nine normocholesterolaemic participants (85 men and 74 women; aged 19-
79) were randomized to daily intake of one serving of phytosterols-enriched soya drink (N = 82), 
equivalent to 2 g of phytosterol per day, or a matched soya drink without phytosterols (N = 77) 
for 3 weeks. Adverse events, withdrawal and compliance were documented. RESULTS: Among 
the treatment group (N = 82), phytosterols-enriched soya drink significantly decreased LDL-
cholesterol by 5.96% (SE 1.48, 95% CI - 8.91%, - 3.00%) with a median of 6.74% compared with 
baseline, resulting in a significant reduction of 4.70% (95% CI - 8.89%, - 0.51%; p = 0.028) with a 
median of 5.20% compared with placebo (N = 77). In contrast, there were no significant 
changes in other lipid parameters, blood glucose, blood pressure, body weight or waist 
circumference. Remarkably, 95% of the participants randomized to the fortified drink reported 
no adverse events at all. CONCLUSIONS: Daily consumption of a phytosterols-enriched soya 
drink may be a simple and cost-neutral means of lowering LDL-cholesterol in individuals in 
China, with massive population and rising incidence of coronary heart disease (ClinicalTrials.gov 
identifier: NCT02881658; date of registration: 14 Aug 2016). 
 
[15] Zhang L, Chen T, Dou Y et al. Atorvastatin Exerts Antileukemia Activity via Inhibiting 
Mevalonate-YAP Axis in K562 and HL60 Cells. Frontiers in oncology 2019; 9:1032.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31649888  
ABSTRACT  
Novel therapeutic strategies are still urgently expected for leukemia despite undisputed success 
of various targeted therapeutics. The antileukemia activity of Atorvastatin, a 3-hydroxy-3-
methylglutaryl coenzyme A (HMG-CoA) reductase inhibitor, on human leukemia cells was 
investigated. Atorvastatin inhibited K562 and HL60 cell proliferation, induced G2/M cell cycle 
arrest in K562 cells by down-regulating cyclinB1 and cdc2, but G0/G1 arrest in HL60 cells by up-
regulating p27 and down-regulating cyclinD1 and p-pRb. Atorvastatin also induced apoptosis in 
both cell lines, in which the reactive oxygen species (ROS)-related mitochondrial apoptotic 
signaling might be involved, with increase of ROS and Bax/Bcl-2 ratio, loss of mitochondrial 
membrane potential (MMP), release of cytochrome C into cytosol, and activation of 
Bax/Caspase-9/Caspase-3/PARP pathway. Inhibition of YAP nuclear localization and activation 
by Atorvastatin was reversed by the addition of mevalonate, GGPP, or FPP. Further, the effects 
on cell cycle arrest- and apoptosis- related proteins by Atorvastatin were alleviated by addition 
of mevalonate, suggesting the antileukemia effect of Atorvastatin might be through 
mevalonate-YAP axis in K562 and HL60 cells. Our results suggest that Atorvastatin might be 
used for leukemia therapy while evidence of clinical efficacy is required. 
 
[16] Shah J, Lingiah V, Pyrsopoulos N, Galan M. Acute Liver Injury in a Patient Treated With 
Rosuvastatin: A Rare Adverse Effect. Gastroenterology research 2019; 12:263-266.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31636777  
ABSTRACT  
Drug-induced liver injury (DILI) is among the challenging liver conditions encountered by 
clinicians today. It has a low incidence in the general population with an approximated annual 
incidence of 10 - 15 cases per 10,000 - 100,000 persons who have taken prescription 
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medications. Nevertheless, DILI remains the most frequent cause of acute liver injury in the 
United States. Rosuvastatin is a commonly prescribed medication that, similar to other statins, 
is associated with serum aminotransferase elevations that are mild, asymptomatic and usually 
self-limited. Here, we report a case of a man who developed acute liver injury after taking 
rosuvastatin for hypercholesterolemia treatment. Moreover, DILI with autoimmune features 
represents a key subgroup of hepatotoxicity attributable to medication exposure. Similar to 
idiopathic autoimmune hepatitis, circulating autoantibodies and a hypergammaglobulinemia 
are often present in the serum of such individuals. However, such findings are not invariable. In 
the case reported here, these laboratory features were absent, but a liver biopsy demonstrated 
interface hepatitis with a prominent plasma cell infiltrate, histologic components consistent 
with an immune-mediated drug reaction. After withdrawal of the offending medication did not 
result in complete resolution, corticosteroid therapy was administered with a subsequent 
clinical response, confirming the diagnosis. 
 
[17] Katzmann JL, Tunnemann-Tarr A, Laufs U. [European dyslipidemia guidelines 2019 : What 
is new?]. Herz 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31650209  
ABSTRACT  
In August 2019 the updated dyslipidemia guidelines of the European Society of Cardiology (ESC) 
and the European Atherosclerosis Society (EAS) were published. Since the last version from 
2016, important large randomized trials especially with proprotein convertase subtilisin/kexin 
type 9 (PCSK9) inhibitors and new genetic analyses have become available that show additional 
reduction of atherosclerotic cardiovascular disease (ASCVD) risk on top of the previously 
recommended treatments. Based on these data the main concept of the recommendations is 
achieving an early and as large as possible absolute reduction of low-density lipoprotein 
cholesterol (LDL-C). As a result of this knowledge and the extended pharmaceutical treatment 
options the LDLC goals are amended to lower values. Patients at very high cardiovascular risk 
are recommended to achieve LDLC <1.4mmol/l (55mg/dl). For patients with high, moderate, 
and low cardiovascular risks, LDLC goals are set at <1.8mmol/l (70mg/dl), <2.6mmol/l 
(100mg/dl) and <3.0mmol/l (116mg/dl), respectively. A new classification of patients with 
recurrent cardiovascular events despite maximum tolerated statin-based therapy is introduced. 
For these patients the LDLC goal is <1.0mmol/l (40mg/dl). Novel recommendations comprise a 
more precise classification of patients at low or moderate risk based on cardiovascular imaging, 
recommendations for familial hypercholesterolemia, screening for increased lipoprotein(a) and 
determination of apolipoprotein B as diagnostic and therapeutic goal. 
 
[18] Wooten CJ, Krishnaji ST, Melendez QM, Lopez D. Identification of Proteins Interacting with 
PCSK9 Using a Protoarray Human Protein Microarray. International journal of biomedical 
investigation 2019; 2.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31633088  
ABSTRACT  
Proprotein convertase subtilisin-kexin 9 (PCSK9) appears to be involved in multiple processes. A 
ProtoArray Human Protein Microarray was used to identify proteins interacting with 
biotinylated PCSK9. Fifteen novel proteins interacting with PCSK9 were identified using this 
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technique. Only two of these proteins, sterol carrier protein 2 and hepatoma-derived growth 
factor, related protein 3, have known functions. The identification of proteins that could affect 
the expression/function of PCSK9 is of great interest due to potential implications in 
personalized medicine for hypercholesterolemic patients. 
 
[19] Figueiredo EP, Ribeiro JM, Nishio EK et al. New Approach For Simvastatin As An 
Antibacterial: Synergistic Effect With Bio-Synthesized Silver Nanoparticles Against Multidrug-
Resistant Bacteria. International journal of nanomedicine 2019; 14:7975-7985.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31632012  
ABSTRACT  
Background: Multidrug-resistant bacteria such as extended-spectrum beta-lactamase (ESBL), 
Enterobacteriaceae, and methicillin-resistant Staphylococcus aureus (MRSA) pose a challenge 
to the human health care system. MRSA is among the major causes of hospital-acquired and 
community infections. Methods: Therefore, in the present study, we evaluated the antibacterial 
activity of silver nanoparticles synthesized by Fusarium oxysporum (AgNPbio) in combination 
with simvastatin against reference and multidrug-resistant bacterial strains. Results: 
Simvastatin showed a minimal inhibitory concentration (MIC) ranging from 0.062 to 0.25 mg 
mL(-1) against MRSA. AgNPbio with a size of 77.68+/- 33.95 nm and zeta potential -34.6 +/- 
12.7 mV showed an MIC of 0.212 mg mL(-1) against S. aureus including MRSA strains. The 
checkerboard assay and time-kill curves exhibited a synergistic effect of the simvastatin-
AgNPbio combination on antibacterial activity against MRSA strains. The combination of 
simvastatin and AgNPbio demonstrated antibacterial activity against Escherichia coli producing 
ESBL. Scanning electron microscopy showed the formation of cell surface protrusions after 
treatment with AgNPbio and the formation of a large amorphous mass after treatment with 
simvastatin, both in MRSA. Conclusion: Our results indicate that the combination of AgNPbio 
and simvastatin could be a great future alternative in the control of bacterial infections, where, 
when combined with simvastatin, smaller doses of AgNPbio are required, with the same 
antibacterial activity. 
 
[20] Wong MWK, Braidy N, Crawford J et al. APOE Genotype Differentially Modulates Plasma 
Lipids in Healthy Older Individuals, with Relevance to Brain Health. Journal of Alzheimer's 
disease : JAD 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31640095  
ABSTRACT  
Apolipoprotein E (APOE) genotype is an established genetic risk factor for sporadic Alzheimer's 
disease (AD) but the extent to which APOE genotype influences the plasma lipidome is 
unknown, even though lipids are potential diagnostic or prognostic biomarkers for AD. We 
quantified plasma lipids using untargeted liquid chromatography coupled mass spectrometry in 
a total of 152 non-demented participants aged 65-100 years carrying at least one varepsilon2 or 
varepsilon4 allele (varepsilon2/varepsilon2 or varepsilon2/varepsilon3, n = 38: 
varepsilon4/varepsilon3 or varepsilon4/varepsilon4, n = 38), who were roughly matched to an 
varepsilon3/varepsilon3 control by age, sex, and lipid-lowering medication (n = 76). Low density 
lipoprotein cholesterol levels were genotype dependent (varepsilon4/varepsilon4> 
varepsilon4/varepsilon3> varepsilon3/varepsilon3> varepsilon2/varepsilon3> 
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varepsilon2/varepsilon2). The greatest variation in lipids was related to the varepsilon2 
isoform, where various lysophosphatidylcholines and all phosphatidylethanolamine (PE) 
subclasses were elevated relative to varepsilon3/varepsilon3 and varepsilon4 carriers. 
APOEvarepsilon4 carriers had reduced phosphatidylinositol relative to varepsilon3/varepsilon3 
and varepsilon2 carriers. Logistic regression revealed that varepsilon2 carriers were at least 4 
times higher odds of being in the highest tertile of PE lipid level relative to 
varepsilon3/varepsilon3. The elevation in PE and other phospholipids in varepsilon2 carriers 
may indicate the protective effect of varepsilon2 is linked to these phospholipids. Additionally, 
high baseline PE in cognitively normal participants predicted protection against cognitive 
decline six years later. Our data suggest substantial modulation of plasma lipids by APOE 
genotype and therefore indicates possible lipid targets and pathomechanisms involved in AD 
risk. 
 
[21] Chapman MJ, Ginsberg HN. Evolocumab Treatment of Hypercholesterolemia in OSLER-1: 
Enduring Efficacy, Tolerability, and Safety Over 5 Years. Journal of the American College of 
Cardiology 2019; 74:2147-2149.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31648706  
ABSTRACT  
 
[22] Koren MJ, Sabatine MS, Giugliano RP et al. Long-Term Efficacy and Safety of Evolocumab 
in Patients With Hypercholesterolemia. Journal of the American College of Cardiology 2019; 
74:2132-2146.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31648705  
ABSTRACT  
BACKGROUND: Evolocumab and other anti-PCSK9 antibodies reduced adverse cardiovascular 
outcomes in clinical trials of high-risk patients over <3 years median treatment duration. 
OBJECTIVES: The OSLER-1 trial (Open Label Study of Long Term Evaluation Against LDL-C Trial) 
evaluated longer-term effects of evolocumab during open-label hypercholesterolemia 
treatment for up to 5 years. METHODS: Patients randomized to standard of care (SOC) or 
evolocumab 420 mg monthly (evolocumab + SOC) for year 1. After year 1, patients could enter 
the all-evolocumab period and receive evolocumab + SOC for an additional 4 years. The authors 
analyzed the persistence of lipid effects and exposure-dependent safety focusing on yearly 
rates of adverse events (AEs) and anti-drug antibodies over 4.951 patient-years of observation. 
RESULTS: A total of 1,255 patients (safety analysis population) randomized into the year 1 SOC-
controlled period and received >/=1 evolocumab dose (mean +/- SD age 57 +/- 12 years; 53% 
female). A total of 1,151 patients (efficacy analysis population) progressed to the all-
evolocumab period (year 2 and beyond). Evolocumab + SOC persistently lowered mean +/- SE 
low-density lipoprotein cholesterol (LDL-C) by 56% +/- 0.6% (n = 1,071), 57% +/- 0.8% (n = 
1,001), 56% +/- 0.8% (n = 943), and 56% +/- 0.8% (n = 803) after approximately 2, 3, 4, and 5 
years, respectively, from randomization. Mean baseline LDL-C decreased from 140 to 61 mg/dl 
on treatment. Yearly serious AE rates during evolocumab + SOC ranged from 6.9% to 7.9%, 
comparable to the 6.8% rate in SOC patients during year 1. Evolocumab discontinuation due to 
AEs occurred in 5.7% of patients. Two SOC and 2 evolocumab + SOC patients developed new, 
transient, binding anti-drug antibodies; no neutralizing antibodies were observed. 
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CONCLUSIONS: The OSLER-1 trial demonstrated consistently excellent LDL-C-lowering efficacy, 
tolerance, and safety of evolocumab, with no neutralizing antibodies detected, throughout the 
longest-duration study of a PCSK9 inhibitor reported to date. (Open Label Study of Long Term 
Evaluation Against LDL-C Trial [OSLER-1]; NCT01439880). 
 
[23] Toth PP, Bays HE, Brown WV et al. Comparing remnant lipoprotein cholesterol 
measurement methods to evaluate efficacy of ezetimibe/statin vs statin therapy. Journal of 
clinical lipidology 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31629703  
ABSTRACT  
BACKGROUND: Elevated remnant lipoprotein cholesterol (RLP-C) levels increase cardiovascular 
disease risk. However, RLP-C measurement methods are not standardized, leading to variations 
across studies. OBJECTIVE: To evaluate the effect of ezetimibe (Eze) + statins vs statin 
monotherapy on RLP-C using immunoseparation (IM), vertical auto profile (VAP) 
ultracentrifugation, and calculated RLP-C measurement methods. METHODS: This post hoc 
analysis evaluated data pooled from 3 first-line (all-statin [simvastatin 10/20/40/80 mg] vs Eze + 
statin [Eze 10 mg + simvastatin]) and 2 second-line (statin [atorvastatin uptitrated to 40/80 mg] 
vs statin + Eze [atorvastatin 20/40 mg + Eze 10 mg]) studies. Similarity of RLP-C methods was 
evaluated using Pearson correlation coefficients and Bland-Altman plots. RLP-C changes and 
percent changes from baseline were measured by all 3 methods in first-line and VAP and 
calculated methods in second-line studies. RESULTS: Correlations between methods were 
generally moderate to strong for RLP-C levels, changes, and percent changes across treatment 
groups (r = 0.29-0.79) but with little evidence of agreement by Bland-Altman plots. Baseline 
RLP-C levels for Eze + statin vs all-statin groups were lower by IM (14.0 vs 14.0) compared with 
VAP (36.9 vs 35.9) and calculated (32.8 vs 33.3) methods. RLP-C changes (mg/dL) and percent 
changes from baseline were significantly greater (P < .01) with Eze + statins vs statins by VAP, 
calculated, and IM methods (between-treatment differences: -5.0 and -12.0, -2.0 and -5.4, and -
1.5 and -12.1, respectively) in first-line, and VAP and calculated methods (between-treatment 
differences: -5.0 and -19.9 and -2.0 and -7.3) in second-line studies. CONCLUSION: Although the 
3 methods showed little agreement, each supported Eze + statins for achieving greater RLP-C 
reductions vs statin monotherapy; variability of results reinforces urgent need to standardize 
RLP-C measurements. 
 
[24] Jamialahmadi T, Panahi Y, Safarpour MA et al. Association of Serum PCSK9 Levels with 
Antibiotic Resistance and Severity of Disease in Patients with Bacterial Infections Admitted to 
Intensive Care Units. Journal of clinical medicine 2019; 8.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31635200  
ABSTRACT  
BACKGROUND: The results of several studies have suggested that infections and sepsis, either 
bacterial or viral, might be associated with elevated plasma proprotein convertase 
subtilisin/kexin type 9 (PCSK9) levels. Since there are no data on PCSK9 levels and antibiotic 
resistance or the severity of disease in patients with bacterial infections in intensive care units, 
the aim of this study was to investigate whether any such associations exist. METHODS: 100 
patients (46 males, mean age 67.12 +/- 1.34 years) with bacterial infections who were staying in 
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an intensive care unit (ICU) longer than 48 h but less than 7 days and who were not receiving 
corticosteroids were analyzed. Their serum levels of albumin, C-reactive protein, glucose, 
lactate, blood urea nitrogen, prothrombin (international normalized ratio), total cholesterol, 
triglycerides, high-density lipoprotein cholesterol, low-density lipoprotein cholesterol, serum 
glutamic oxaloacetic transaminase, serum glutamic pyruvic transaminase, PCSK9, and 
procalcitonin were measured. The severity of the patients' condition was assessed by using the 
Glasgow Coma Scale (GCS), the Sequential Organ Failure Assessment (SOFA), and the Acute 
Physiology and Chronic Health Evaluation II (APACHE II) scales. RESULTS: Using a hierarchical 
regression modeling approach, no significant association was found between PCSK9 levels and 
either the severity of disease (APACHE II, SOFA, and GCS) indices or resistance to antibiotics. 
CONCLUSION: The results suggest that there is no association between PCSK9 levels and 
resistance to antibiotics or the condition of patients hospitalized in intensive care units. 
 
[25] Liberale L, Carbone F, Camici GG, Montecucco F. IL-1beta and Statin Treatment in Patients 
with Myocardial Infarction and Diabetic Cardiomyopathy. Journal of clinical medicine 2019; 8.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31652822  
ABSTRACT  
Statins are effective lipid-lowering drugs with a good safety profile that have become, over the 
years, the first-line therapy for patients with dyslipidemia and a real cornerstone of 
cardiovascular (CV) preventive therapy. Thanks to both cholesterol-related and "pleiotropic" 
effects, statins have a beneficial impact against CV diseases. In particular, by reducing lipids and 
inflammation statins, they can influence the pathogenesis of both myocardial infarction and 
diabetic cardiomyopathy. Among inflammatory mediators involved in these diseases, 
interleukin (IL)-1beta is a pro-inflammatory cytokine that recently been shown to be an 
effective target in secondary prevention of CV events. Statins are largely prescribed to patients 
with myocardial infarction and diabetes, but their effects on IL-1beta synthesis and release 
remain to be fully characterized. Of interest, preliminary studies even report IL-1beta secretion 
to rise after treatment with statins, with a potential impact on the inflammatory 
microenvironment and glycemic control. Here, we will summarize evidence of the role of 
statins in the prevention and treatment of myocardial infarction and diabetic cardiomyopathy. 
In accordance with the dual lipid-lowering and anti-inflammatory effect of these drugs and in 
light of the important results achieved by IL-1beta inhibition through canakinumab in CV 
secondary prevention, we will dissect the current evidence linking statins with IL-1beta and 
outline the possible benefits of a potential double treatment with statins and canakinumab. 
 
[26] Yan Y, Bazzano LA, Juonala M et al. Long-Term Burden of Increased Body Mass Index from 
Childhood on Adult Dyslipidemia: The i3C Consortium Study. Journal of clinical medicine 2019; 
8.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31635325  
ABSTRACT  
Background: Data are limited regarding the association of cumulative burden and trajectory of 
body mass index (BMI) from early life with adult lipid disorders. Methods: The study cohort 
consisted of 5195 adults who had BMI repeatedly measured 4 to 21 times from childhood and 
had blood lipid measurements of low-density lipoprotein cholesterol (LDL-C), high-density 
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lipoprotein cholesterol (HDL-C), and triglycerides (TG) and information on lipid-lowering 
medications in the last adult survey. The area under the curve (AUC) was calculated as a 
measure of long-term burden (total AUC) and trends (incremental AUC) of BMI. Results: 
Participants with dyslipidemia, high LDL-C, low HDL-C and high TG had consistently and 
significantly higher BMI levels from childhood to adulthood compared to those with normal 
lipid levels. After adjusting for age, race, sex, and cohort, increased risk of adult dyslipidemia 
was significantly associated with higher values of childhood BMI, adulthood BMI, total AUC and 
incremental AUC, with odds ratio (95% confidence interval) = 1.22 (1.15-1.29), 1.85 (1.74-1.97), 
1.61 (1.52-1.71), and 1.59 (1.50-1.69), respectively, and p < 0.001 for all. The association 
patterns were similar in most race-sex subgroups. Conclusions: Adults with dyslipidemia versus 
normal lipid levels have consistently higher levels and distinct life-course trajectories of BMI, 
suggesting that the impact of excessive body weight on dyslipidemia originates in early life. 
 
[27] Iitake C, Iitake K. Half Dose Once-Daily Pemafibrate Effectively Improved 
Hypertriglyceridemia in Real Practice. Journal of clinical medicine research 2019; 11:690-695.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31636783  
ABSTRACT  
Background: Hyperlipidemia is a worldwide problem related to cardiovascular disease (CVD) 
and sudden death. Low-density lipoprotein cholesterol (LDL-C) has been treated well by the use 
of statins, but hypertriglyceridemia was not the case. Previous fibrates have been shown a 
certain effect of preventing CVD events, but some remain not enough or even could cause 
adverse events. Pemafibrate is a selective peroxisome proliferator-activated receptor alpha 
modulator (SPPARMalpha) with the potential to reduce high triglycerides. To evaluate the 
clinical effectiveness and safety profile of Pemafibrate, we have started with half dose once-
daily administration. Methods: Thirty-three patients with hypertriglyceridemia, triglyceride (TG) 
levels > 150 mg/dL, were treated with Pemafibrate (0.1 mg, once daily) from July 2018 to 
February 2019. Changes in TG (non-fasting) and LDL-C, high-density lipoprotein cholesterol 
(HDL-C), aspartate aminotransferase (AST), alanine aminotransferase (ALT), creatine kinase 
(CK), creatinine (Cre), blood glucose (PBG) (postprandial), hemoglobin A1c (HbA1c), and body 
weight (BW) levels were investigated, compared to the baseline levels of the previous visit. 
Results: Of the 33 patients, 11 were using other fibrates before. Nine were given statins along 
with. Baseline TG was 285.0 (210.5 - 423.0) mg/dL, LDL-C 116.4 +/- 33.4 mg/dL, and HDL-C 46.5 
+/- 12.5 mg/dL. TG changes were statistically significant (-20.8 +/- 47.6%; P < 0.01). Patients 
with TG > 200 mg/dL, who used fibrates for the first time, experienced the most significant 
changes in TG levels (-34.5 +/- 37.2%; P < 0.01). In patients using statins already, TG reduction 
was relatively less, compared to those not using statins (-25.4 +/- 36.1%; P < 0.01). HDL-C 
increased by 3.9 +/- 10.2 mg/dL (P < 0.05). LDL-C increased by 16.6 +/- 23.7 mg/dL (P < 0.001) in 
patients not using statins, while patients using statins did not show such significant change. 
AST, ALT, CK, Cre, PBG, HbA1c and BW did not significantly change. Conclusions: A selective 
PPARalpha modulator, Pemafibrate, effectively improved hypertriglyceridemia without major 
adverse events in real practice, with half dose once-daily administration. Combined use of 
statins might be a potent therapeutic maneuver for dyslipidemia. 
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[28] Tano K, Suematsu Y, Tashiro K et al. Ezetimibe Monotherapy Reduces Serum Levels of 
Platelet-Activating Factor Acetylhydrolase in Patients With Dyslipidemia. Journal of clinical 
medicine research 2019; 11:676-681.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31636781  
ABSTRACT  
Background: The combination of ezetimibe with statin therapy reduced cardiovascular events 
compared to statin monotherapy in IMPROVEIT study, and ezetimibe monotherapy attenuated 
atherosclerosis in basic study. We previously showed ezetimibe monotherapy was especially 
effective for metabolic syndrome (MetS) patients. We investigated the effects of ezetimibe 
monotherapy for high-density lipoprotein cholesterol (HDL-chol) function and platelet-
activating factor acetylhydrolase (PAF-AH) activity. Methods: Forty-two patients who initially 
received ezetimibe (10 mg/day) without statin treatment for 16 weeks from January 2009 to 
August 2011 were enrolled. Patients were divided into MetS and non-MetS groups, and serum 
levels of lipids, PAF-AH, and HDL-chol efflux capacity (HDL-CEC) at baseline and after 16 weeks 
of treatment were investigated. Serum PAF-AH, HDL-associated PAF-AH (HDL-PAF-AH), and LDL-
associated PAF-AH (LDL-PAF-AH) were measured. Results: In all patients, age, the percentages 
of males, and body mass index were 61.0 +/- 8.8 years, 59.5% and 26.3 +/- 3.4 kg/m(2), 
respectively. Total cholesterol and low-density lipoprotein cholesterol (LDL-chol) were 
significantly decreased by ezetimibe monotherapy. Serum PAF-AH and LDL-PAF-AH were 
significantly decreased by ezetimibe monotherapy, whereas HDL-PAF-AH and HDL-CEC were 
not. There was no difference in the results of PAF-AH and HDL-CEC between MetS and non-
MetS groups. Conclusions: Ezetimibe monotherapy might prevent coronary heart disease (CHD) 
regardless of the presence of MetS, because PAF-AH was independent risk factor for CHD. 
 
[29] Chen WJ, Wen YC, Fox KM et al. Treatment patterns of lipid-lowering therapies and 
possible statin intolerance among statin users with clinical atherosclerotic cardiovascular 
disease (ASCVD) or diabetes mellitus (DM) in Taiwan. J Eval Clin Pract 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31646715  
ABSTRACT  
OBJECTIVES: To assess treatment patterns of statin and/or ezetimibe and possible statin 
intolerance among patients initiating statin or statin plus ezetimibe and with clinical 
atherosclerotic cardiovascular disease (ASCVD) or diabetes mellitus (DM) in Taiwan. METHODS: 
A retrospective cohort study using Taiwan's 2005 to 2013 National Health Insurance Research 
Database (NHIRD) was conducted. Patients with history of clinical ASCVD or DM (without 
previous clinical ASCVD) and initiating statin or statin plus ezetimibe therapy during 2006 to 
2012 were identified. The treatment initiation date was defined as index date. Treatment 
patterns (including discontinuation, reinitiation, subtraction, switching, and augmentation), 
adherence (medication possession ratio [MPR]), persistence (gap no greater than 60 d) of statin 
and/or ezetimibe, and possible statin intolerance during 12-month follow-up from the index 
date were examined. RESULTS: Among patients initiating statin or statin plus ezetimibe, 11 092 
patients with history of clinical ASCVD and 31 100 patients with DM but without clinical ASCVD 
were analysed. The discontinuation, reinitiation, and switching rates among patients with 
clinical ASCVD were 54.0%, 11.3%, and 25.7% during 12-month follow-up period, respectively. 
Among patients with DM, the rates were 57.5%, 14.2%, and 28.5%. The MPRs of statin among 
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clinical ASCVD and DM cohorts were 0.62 and 0.60, respectively. As for ezetimibe, the MPRs 
were 0.56 and 0.59. Persistence to statin treatment was 46.1% among ASCVD patients and 
42.6% among DM patients. Among the ASCVD and DM cohorts, possible statin intolerance was 
observed among 19.9% and 21.4% of patients, respectively. CONCLUSIONS: Large number of 
patients with either ASCVD or DM discontinued lipid-lowering therapies with suboptimal 
adherence and persistence among Taiwanese population. There is a large unmet medical need 
to provide safe and more effective therapies, which can be used in combination with statins or 
alone, to reduce the risk of CV events and improve outcomes in high-risk patients. 
 
[30] Norris GH, Milard M, Michalski MC, Blesso CN. Protective properties of milk 
sphingomyelin against dysfunctional lipid metabolism, gut dysbiosis, and inflammation. The 
Journal of nutritional biochemistry 2019; 73:108224.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31654895  
ABSTRACT  
The identification of natural bioactive compounds aimed at promoting optimal gut health and 
improving lipid metabolism is paramount in the prevention of chronic disease. In this review, 
we summarize basic science and clinical research examining the protective properties of milk 
sphingomyelin (SM) against dysfunctional lipid metabolism, gut dysbiosis, and inflammation. 
Dietary SM dose-dependently reduces the intestinal absorption of cholesterol, triglycerides, 
and fatty acids in cell culture and rodent studies. Overall, rodent feeding studies show dietary 
milk SM, milk polar lipid mixtures, and milk fat globule membrane reduce serum and hepatic 
lipid concentrations. Furthermore, these hypolipidemic effects are observed in some 
supplementation studies in humans, although the extent of reductions in serum cholesterol is 
typically smaller and only one trial was conducted with purified SM. Dietary milk SM has been 
reported to affect the gut microbiota in rodent studies and its hydrolytic product, sphingosine, 
displays bactericidal activity in vitro. Milk SM may also improve gut barrier function to prevent 
the translocation of inflammatory gut bacteria-derived molecules. Current evidence from pre-
clinical studies indicates that dietary milk SM has protective properties against dysfunctional 
lipid metabolism, gut dysbiosis, and inflammation. The hypolipidemic effects of milk SM 
observed in animal studies have been reported in some human studies, although the 
magnitude of such effects is typically smaller. More research is warranted to clearly define how 
dietary milk SM influences lipid metabolism, gut microbiota, and inflammation in humans. 
 
[31] Seven E, Yildiz S, Tekin S et al. Effect of Insulin Therapy on Ocular Biometric Parameters in 
Diabetic Patients. Journal of ocular pharmacology and therapeutics : the official journal of the 
Association for Ocular Pharmacology and Therapeutics 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31644372  
ABSTRACT  
Purpose: To evaluate effects of insulin on ocular parameters in patients with type 2 diabetes 
mellitus who start insulin therapy. Methods: In this prospective study, ocular biometric 
parameters were obtained using optical biometer (Lenstar LS900((R)); Haag-Streit AG) and 
refraction test (ARK-510A Auto refracto-keratometer; Nidek Co. Ltd, Aichi, Japan) before and at 
3 months after initiating insulin therapy. In addition, patients' fasting blood glucose (FBG), 
glycosylated hemoglobin (HbA1C), and blood lipid levels were measured at the same time 
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points. Pretreatment and post-treatment results were compared. In addition, associations 
between ocular parameters with initial dose and type of insulin treatment regimen, HbA1C, and 
FBG levels were evaluated. Results: The patients' mean age was 51.2 +/- 12.9 (18-73) years. 
Post-treatment HbA1C and FBG levels (8.5% +/- 2.5% and 188.1 +/- 111.2 mg/dL, respectively) 
were significantly lower than pretreatment values (12% +/- 1.4% and 325.3 +/- 95.7 mg/dL, 
respectively; P < 0.001 for both). There was a significant positive correlation between the 
change in HbA1C and the change in lens thickness (P = 0.03), and a significant negative 
correlation between the change in FBG and the change in the spherical equivalent refraction (P 
= 0.045). Insulin dose and treatment regimen type were not significantly correlated with ocular 
parameters (P > 0.05). Conclusion: HbA1C-lowering glycemic effect of insulin was correlated 
with a small decrease in lens thickness. Long-term, randomized controlled trials including larger 
patient numbers are needed to shed light on the long-term effects of insulin use and glycemic 
control on ocular parameters. 
 
[32] Parolini C. A compendium of the apoA-IMilano biological effects. The Journal of 
pharmacology and experimental therapeutics 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31649050  
ABSTRACT  
Obesity is the result of an energy imbalance, i.e. excess caloric consumption, leading to weight 
gain and metabolic disturbances characterised by a prolonged exposure to adipose tissue 
inflammation and hyperglycemic conditions resulting in sustained exposure to glucolipotoxicity, 
low-grade inflammation, and increased oxidative stress. In line with these observations, 
increasing evidence causally links inflammation, or the molecules and networks integral to 
inflammatory response, to the development of obesity and/or the complications that emerge 
from this pathology, i.e. cardiovascular, neurologic, respiratory, and metabolic illnesses as well 
as sepsis and cancer. Not surprisingly, this chronic exposure to an abnormal metabolic milieu 
leads to persistent derangements in innate and adaptive immunity. It is well known that HDL 
possesses anti-inflammatory and anti-oxidant properties and various studies have highlighted 
an emerging role played by HDL in modulating immune function. The therapeutic use of 
synthetic HDL (sHDL) containing the recombinant form of apoA-IMilano (sHDL-apoA-IM), 
originating from the observation that carriers of this mutation have low levels of HDL-
cholesterol without increased atherosclerosis, still on open question. Additionally, recent data 
uncover new therapeutic applications of this sHDL-apoA-IM. This review provides an overview 
of all potential application of sHDL-apoA-IM in some inflammatory-based disease. 
SIGNIFICANCE STATEMENT: A recent study demonstrated that the delivery of therapeutic apoA-
IM full-length proteins via oral administration of rice seeds protein extracts proved effective in 
reducing atherosclerosis development in Apoe-deficient mice. Moreover, the rice milk-apoA-IM 
preserved both in-vitro and in-vivo anti-inflammatory properties, as already observed when 
sHDL-apoA-IM were given by intravascular infusion. In addition, various studies suggested that 
sHDL-apoA-IM could positively affect other inflammatory-based disease. Altogether these data 
might represent a new starting point for "sHDL-apoA-IM-based therapies" in chronic 
degenerative disease. . 
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[33] Kockx M, Kritharides L. Pancreatic PCSK9 and its involvement in diabetes. J Thorac Dis 
2019; 11:S2018-s2022.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31632814  
ABSTRACT  
 
[34] Musialek P, Montauk L, Saugnet A et al. The cardio-vascular future of panvascular 
medicine: the basics. Kardiol Pol 2019; 77:899-901.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31651911  
ABSTRACT  
 
[35] Pecks U, Bornemann V, Klein A et al. Estimating fetal cholesterol synthesis rates by cord 
blood analysis in intrauterine growth restriction and normally grown fetuses. Lipids in health 
and disease 2019; 18:185.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31653257  
ABSTRACT  
BACKGROUND: Cholesterol is an essential component in human development. In fetuses 
affected by intrauterine growth restriction (IUGR), fetal blood cholesterol levels are low. 
Whether this is the result of a reduced materno-fetal cholesterol transport, or due to low fetal 
de novo synthesis rates, remains a matter of debate. By analyzing cholesterol interbolites and 
plant sterols we aimed at deeper insights into transplacental cholesterol transport and fetal 
cholesterol handling in IUGR with potential targets for future therapy. We hypothesized that 
placental insufficiency results in a diminished cholesterol supply to the fetus. METHODS: 
Venous umbilical cord sera were sampled post-partum from fetuses delivered between 24 
weeks of gestation and at full term. IUGR fetuses were matched to 49 adequate-for-age 
delivered preterm and term neonates (CTRL) according to gestational age at delivery. 
Cholesterol was measured by gas chromatography-flame ionization detection using 5a-
cholestane as internal standard. Cholesterol precursors and synthesis markers, such as 
lanosterol, lathosterol, and desmosterol, the absorption markers, 5alpha-cholestanol and plant 
sterols, such as campesterol and sitosterol, as well as enzymatically oxidized cholesterol 
metabolites (oxysterols), such as 24S- or 27-hydroxycholesterol, were analyzed by gas 
chromatography-mass spectrometry, using epicoprostanol as internal standard for the non-
cholesterol sterols and deuterium labeled oxysterols for 24S- and 27-hydroxycholesterol. 
RESULTS: Mean cholesterol levels were 25% lower in IUGR compared with CTRL (p < 0.0001). 
Lanosterol and lathosterol to cholesterol ratios were similar in IUGR and CTRL. In relation to 
cholesterol mean, desmosterol, 24S-hydroxycholesterol, and 27-hydroxycholesterol levels were 
higher by 30.0, 39.1 and 60.7%, respectively, in IUGR compared to CTRL (p < 0.0001). Equally, 
5alpha-cholestanol, campesterol, and beta-sitosterol to cholesterol ratios were higher in IUGR 
than in CTRL (17.2%, p < 0.004; 33.5%, p < 0.002; 29.3%, p < 0.021). CONCLUSIONS: Cholesterol 
deficiency in IUGR is the result of diminished fetal de novo synthesis rates rather than 
diminished maternal supply. However, increased oxysterol- and phytosterol to cholesterol 
ratios suggest a lower sterol elimination rate. This is likely caused by a restricted hepatobiliary 
function. Understanding the fetal cholesterol metabolism is important, not only for neonatal 
nutrition, but also for the development of strategies to reduce the known risk of future 
cardiovascular diseases in the IUGR fetus. 
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ABSTRACT  
OBJECTIVE: To investigate the pharmacodynamic properties of inclisiran, a small interfering 
RNA targeting proprotein convertase subtilisin-kexin type 9 (PCSK9), in individuals with normal 
renal function and renal impairment (RI). PATIENTS AND METHODS: The analysis included 
participants with normal renal function and mild, moderate, and severe RI from the phase 1 
ORION-7 renal study (n=31) and the phase 2 ORION-1 study (n=247) who received 300 mg of 
inclisiran sodium or placebo. RESULTS: In ORION-7, PCSK9 values were reduced at day 60 in the 
normal renal function group (68.1%+/-12.4%), mild RI group (74.2%+/-12.3%), moderate RI 
group (79.8%+/-4.9%), and severe RI group (67.9%+/-16.4%) (P<.001 vs placebo in all groups). 
Low-density lipoprotein cholesterol levels were significantly reduced versus placebo: normal 
renal function, 57.6%+/-10.7%; mild RI, 35.1%+/-13.5%; moderate RI, 53.1%+/-21.3%; severe RI, 
49.2%+/-26.6% (P<.001 for all). In ORION-1, PCSK9 level reductions at day 180 were 48.3% to 
58.6% in the 300-mg single-dose groups and 67.3% to 73.0% in the 300-mg 2-dose groups 
(P<.001 vs placebo in all groups). The corresponding low-density lipoprotein cholesterol level 
reductions were 35.7% to 40.2% in the 300-mg single-dose groups and 50.9% to 58.0% in the 
300 mg 2-dose groups (P<.001 vs placebo in all groups). In ORION-7, exposure to inclisiran was 
proportionally greater in individuals with increasing RI; inclisiran was undetectable in plasma 48 
hours after administration in any group. CONCLUSION: The pharmacodynamic effects and 
safety profile of inclisiran were similar in study participants with normal and impaired renal 
function. Dose adjustments of inclisiran are not required in these patients. TRIAL 
REGISTRATION: clinicaltrials.gov Identifiers: NCT02597127 and NCT03159416. 
 
[55] Kiouptsi K, Jackel S, Pontarollo G et al. The Microbiota Promotes Arterial Thrombosis in 
Low-Density Lipoprotein Receptor-Deficient Mice. mBio 2019; 10.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31641089  
ABSTRACT  
Atherosclerotic plaque development depends on chronic inflammation of the arterial wall. A 
dysbiotic gut microbiota can cause low-grade inflammation, and microbiota composition was 
linked to cardiovascular disease risk. However, the role of this environmental factor in 
atherothrombosis remains undefined. To analyze the impact of gut microbiota on 
atherothrombosis, we rederived low-density lipoprotein receptor-deficient (Ldlr(-/-) ) mice as 
germfree (GF) and kept these mice for 16 weeks on an atherogenic high-fat Western diet (HFD) 
under GF isolator conditions and under conventionally raised specific-pathogen-free conditions 
(CONV-R). In spite of reduced diversity of the cecal gut microbiome, caused by atherogenic 
HFD, GF Ldlr(-/-) mice and CONV-R Ldlr(-/-) mice exhibited atherosclerotic lesions of 
comparable sizes in the common carotid artery. In contrast to HFD-fed mice, showing no 
difference in total cholesterol levels, CONV-R Ldlr(-/-) mice fed control diet (CD) had 
significantly reduced total plasma cholesterol, very-low-density lipoprotein (VLDL), and LDL 
levels compared with GF Ldlr(-/-) mice. Myeloid cell counts in blood as well as leukocyte 
adhesion to the vessel wall at the common carotid artery of GF Ldlr(-/-) mice on HFD were 
diminished compared to CONV-R Ldlr(-/-) controls. Plasma cytokine profiling revealed reduced 
levels of the proinflammatory chemokines CCL7 and CXCL1 in GF Ldlr(-/-) mice, whereas the T-
cell-related interleukin 9 (IL-9) and IL-27 were elevated. In the atherothrombosis model of 
ultrasound-induced rupture of the common carotid artery plaque, thrombus area was 
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significantly reduced in GF Ldlr(-/-) mice relative to CONV-R Ldlr(-/-) mice. Ex vivo, this 
atherothrombotic phenotype was explained by decreased adhesion-dependent platelet 
activation and thrombus growth of HFD-fed GF Ldlr(-/-) mice on type III collagen.IMPORTANCE 
Our results demonstrate a functional role for the commensal microbiota in atherothrombosis. 
In a ferric chloride injury model of the carotid artery, GF C57BL/6J mice had increased occlusion 
times compared to colonized controls. Interestingly, in late atherosclerosis, HFD-fed GF Ldlr(-/-) 
mice had reduced plaque rupture-induced thrombus growth in the carotid artery and 
diminished ex vivo thrombus formation under arterial flow conditions. 
 
[56] Li HW, Shen M, Gao PY et al. Association between ADAMTS7 polymorphism and carotid 
artery plaque vulnerability. Medicine (Baltimore) 2019; 98:e17438.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31651847  
ABSTRACT  
Recent genome-wide association studies (GWAS) indicated that polymorphisms in ADAMTS7 
were associated with artery disease caused by atherosclerosis. However, the correlation 
between the ADAMTS7 polymorphism and plaque stability remains unclear. The objective of 
this study was to evaluate the association between 2 ADAMTS7 variants rs3825807 and 
rs7173743 and ischemic stroke or atherosclerotic plaque vulnerability.This research is an 
observational study. Patients with ischemic stroke and normal control individuals admitted to 
Beijing Tiantan Hospital from May 2014 to October 2017 were enrolled. High-resolution 
magnetic resonance imaging was used to distinguish vulnerable and stable carotid plaques. The 
ADAMTS7 SNPs were genotyped using TaqMan assays on real-time PCR system. The 
multivariate logistic regression analyses were used to adjust for multiple risk factors between 
groups.Three hundred twenty-six patients with ischemic stroke (189 patients with vulnerable 
plaque and 81 patients with stable plaque) and 432 normal controls were included. ADAMTS7 
polymorphisms of both rs7173743 and rs3825807 were associated with carotid plaque 
vulnerability but not the prevalence of ischemic stroke. The T/T genotype of rs7173743 [odds 
ratio (OR) = 1.885, 95% confidence interval (CI) = 1.067-3.328, P = .028] and A/A genotype of 
rs3825807 (OR = 2.146, 95% CI = 1.163-3.961, P = .013) were considered as risk genotypes for 
vulnerable plaque susceptibility.In conclusion, ADAMTS7 variants rs3825807 and rs7173743 are 
associated with the risk for carotid plaque vulnerability. 
 
[57] Yan D, Xu XR, Yue BW et al. How to continue lipid-lowering therapy in patients with 
coronary heart disease and severe liver dysfunction?: A case report of plaque regression by a 
combination of Chinese and Western Medicine. Medicine (Baltimore) 2019; 98:e17664.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31651893  
ABSTRACT  
RATIONALE: Atherosclerotic cardiovascular disease (ASCVD), including coronary heart disease 
(CHD), atherosclerotic stroke and peripheral vascular disease, has become the most deadly 
chronic noncommunicable disease throughout the world in recent decades, while plaque 
regression could reduce the occurrence of ASCVD. Traditional Chinese Medicine (TCM) has 
been widely used for prevention and treatment of these diseases. In the perspective of TCM, 
phlegm and blood stasis are considered to be leading pathogenesis for CHD. Hence, activating 
blood circulation and dissipating phlegm, which is of great benefit to regress plaque, have been 
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regarded as general principles in treatment. PATIENT CONCERNS: A 36-year-old man presented 
with a 3-month history of intermittent exertional chest pain. Coronary angiography revealed 
60% stenosis of the proximal left anterior descending coronary artery. Liver function showed: 
alanine transaminase (ALT):627U/L, aspartate transaminase (AST):243U/L. DIAGNOSES: CHD 
and hepatitis B with severe liver dysfunction. INTERVENTIONS: The patient should have been 
treated with high-intensity statin therapy. Actually, due to severe liver dysfunction, 
Huazhirougan granule instead of statins was administered. In addition, he was treated with 
TCM according to syndrome differentiation for two and a half years. OUTCOMES: The chest 
pain disappeared and other symptoms alleviated as well after treatment. Coronary computed 
tomographic angiography revealed no stenosis in the proximal left anterior descending 
coronary artery. ALT and AST level returned to normal (ALT:45U/L,AST:24U/L). LESSONS: For 
patients with CHD and severe hepatic dysfunction, antilipidemic drugs such as statins are not 
recommended. This case suggested that TCM might fill a gap in lipid-lowering therapy. Thus, we 
could see that statins were not the only drug for plaque regression and the effect of TCM in 
treating coronary artery disease cannot be ignored. 
 
[58] Oetjens MT, Kelly MA, Sturm AC et al. Quantifying the polygenic contribution to variable 
expressivity in eleven rare genetic disorders. Nature communications 2019; 10:4897.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31653860  
ABSTRACT  
Rare genetic disorders (RGDs) often exhibit significant clinical variability among affected 
individuals, a disease characteristic termed variable expressivity. Recently, the aggregate effect 
of common variation, quantified as polygenic scores (PGSs), has emerged as an effective tool 
for predictions of disease risk and trait variation in the general population. Here, we measure 
the effect of PGSs on 11 RGDs including four sex-chromosome aneuploidies (47,XXX; 47,XXY; 
47,XYY; 45,X) that affect height; two copy-number variant (CNV) disorders (16p11.2 deletions 
and duplications) and a Mendelian disease (melanocortin 4 receptor deficiency (MC4R)) that 
affect BMI; and two Mendelian diseases affecting cholesterol: familial hypercholesterolemia 
(FH; LDLR and APOB) and familial hypobetalipoproteinemia (FHBL; PCSK9 and APOB). Our 
results demonstrate that common, polygenic factors of relevant complex traits frequently 
contribute to variable expressivity of RGDs and that PGSs may be a useful metric for predicting 
clinical severity in affected individuals and for risk stratification. 
 
[59] Shen Q, Cao Y, Xia Y. Atorvastatin attenuates spinal cord injury by chronic fluorosis in 
rats. Neuroreport 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31651706  
ABSTRACT  
The aim of the study was to explore the effect of atorvastatin on improvement of the function 
of the spinal cord in rats with chronic fluorosis. Sixty 3-month-old Wistar rats were separated 
randomly into three groups: normal group (N group), control group (C group) and atorvastatin 
group (A group). The Basso Beattie and Bresnahan scale and oblique board test showed that 
the rats in A group got higher score and better hind-limb motor function than C group. 
Immunohistochemistry and western blotting revealed that compared with N group, matrix 
metalloproteinase 9 (MMP-9) and p53 were highly expressed and myelin basic protein (MBP) 
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was low expressed in spinal cord of C group. Meanwhile, MMP-9 and p53 expression were 
decreased and MBP was upregulated by atorvastatin compared with C group. In conclusion, the 
improvement of the function of the spinal cord in rats can be found when they were treated 
with atorvastatin. 
 
[60] Barale C, Bonomo K, Frascaroli C et al. Platelet function and activation markers in primary 
hypercholesterolemia treated with anti-PCSK9 monoclonal antibody: A 12-month follow-up. 
Nutrition, metabolism, and cardiovascular diseases : NMCD 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31653513  
ABSTRACT  
BACKGROUND AND AIMS: In the association between hypercholesterolemia (HC) and 
thrombotic risk platelet hyper-reactivity plays an important role. The inhibition of proprotein 
convertase subtilisin/kexin type 9 (PCSK9) to reduce plasma LDL-cholesterol merges as effective 
therapeutic strategy to prevent cardiovascular (CV) events. Aim of this study was to verify 
whether a treatment up to 12 months with the monoclonal antibodies (mAbs) anti-PCSK9 
influences platelet function in primary HC. METHODS AND RESULTS: In patients affected by 
primary HC (n = 24), all on background of statin and 17 on acetyl salicylic acid (ASA), platelet 
function parameters were evaluated at baseline up to 12 months of treatment with the mAb 
anti-PCSK9 alirocumab or evolocumab. From baseline, the treatment with anti-PCSK9 mAbs: i) 
in ASA HC patients, significantly decreased platelet aggregation detected in platelet-rich plasma 
by light transmission aggregometry and in whole blood Platelet Function Analyzer-100 assay; ii) 
in all HC patients, significantly decreased platelet membrane expression of CD62P and plasma 
levels of the in vivo platelet activation markers soluble CD40 Ligand, Platelet Factor-4, and 
soluble P-Selectin. Furthermore, CD62P expression, and sP-Selectin, PF-4, sCD40L levels 
significantly correlated with serum PCSK9. CONCLUSION: Besides markedly lowering LDL-c 
levels, our results suggest that HC patients benefit from anti-PCSK9 mAb treatment also for 
reducing platelet reactivity and increasing platelet sensitivity to the inhibitory effects of aspirin. 
These effects on platelets could play a role in the reduction of CV event incidence in patients 
treated with PCSK9 inhibitors. 
 
[61] Scimeca M, Anemona L, Granaglia A et al. Plaque calcification is driven by different 
mechanisms of mineralization associated with specific cardiovascular risk factors. Nutrition, 
metabolism, and cardiovascular diseases : NMCD 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31653516  
ABSTRACT  
BACKGROUND AND AIMS: The aim of this study was to investigate possible associations among 
markers of mineralization, plaque instability and the main risk factors of atherosclerosis. 
METHODS AND RESULTS: A Tissue MicroArray containing 52 samples of calcified carotid 
plaques from 52 symptomatic and asymptomatic patients were built. TMA serial sections were 
used to study the expression of inflammatory and mineralization markers (BMP-2, BMP-4, VDR, 
RANKL, Osteopontin, Sclerostin, beta-catenin and calmodulin) by immunohistochemistry. Our 
data clearly demonstrated the expression of mineralization markers in atheromatic plaques. 
Indeed, with the exception of RANKL, all investigated markers were expressed in at least 60% of 
cases. Specifically, multivariate analysis displayed significant associations between both the 
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expression of BMP-2 and the presence of unstable plaques as well as between the expression of 
beta-catenin and the presence of stable plaques. We also found a significant inverse association 
between both a) the presence of hypertension and VDR and b) smoking habits and calmodulin 
expression. Finally, we noted a higher density of RANKL positive cells in plaques from diabetic 
patients as compared to non-diabetic ones and a significant positive association between 
hypertriglyceridemia and BMP-4 expression. CONCLUSION: Our results support the hypothesis 
that the process of atherosclerotic plaque calcification presents a number of similarities with 
the physiological processes that occur in bone, involving both osteoblasts- and osteoclasts-like 
arterial cells. Finally, the present study suggests that risk factors, such as hypertension, 
cigarette smoke and diabetes, can cause the destabilization of the atheromatic plaque acting on 
calcification process as well as inflammation. 
 
[62] Penaloza-Sancho V, Perez-Valenzuela C, Gonzalez C et al. Cannabinoid receptor type 1 
modulates the effects of polyunsaturated fatty acids on memory of stressed rats. Nutritional 
neuroscience 2019:1-18.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31637966  
ABSTRACT  
Memory and GABAergic activity in the hippocampus of stressed rats improve after n-3 
polyunsaturated fatty acid (PUFA) supplementation. On the other hand, cannabinoid receptor 
type 1 (CB1) strongly regulates inhibitory neurotransmission in the hippocampus. Speculation 
about a possible relation between stress, endocannabinoids, and PUFAs. Here, we examined 
whether the effects of PUFAs on memory of chronically stressed rats depends on 
pharmacological manipulation of CB1 receptors. Male Sprague-Dawley rats were orally 
supplemented with n-3 (fish oil) or n-6 (primrose oil) PUFAs during chronic restraint stress (CRS) 
protocol (6 h/day; 21 days). First, we studied if the expression of CB1 receptors in the 
hippocampus may be affected by CRS and PUFAs supplementation by real-time PCR and 
immunofluorescence. CRS up-regulated the CB1 expression compared with the non-stressed 
rats, while only n-3 PUFAs countered this effect. Memory was evaluated in the Morris water 
maze. Stressed rats were co-treated with PUFAs and/or modulators of CB1 receptor (AM251, 
antagonist, 0.3 mg/kg/day; WIN55,212-2, agonist, 0.5 mg/kg/day) by intraperitoneal injections. 
Memory improved in the stressed rats that were treated with AM251 and/or n-3 PUFAs. 
Supplementation with n-6 PUFAs did not affect memory of stressed rats, but co-treatment with 
AM251 improved it, while co-treatment with WIN55,212-2 did not affect memory. Our results 
demonstrate that activity of the CB1 receptors may modulate the effects of PUFAs on memory 
of stressed rats. This study suggests that endocannabinoids and PUFAs can both become a 
singular system by being self-regulated in limbic areas, so they control the effects of stress on 
the brain. 
 
[63] San Mauro Martin I, Garicano Vilar E, Sanz Rojo S et al. Gene Influence in the Effectiveness 
of Plant Sterols Treatment in Children: Pilot Interventional Study. Nutrients 2019; 11.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31640222  
ABSTRACT  
Cardiovascular disease is linked to high serum low density lipoprotein (LDL)-cholesterol levels. 
Cardiovascular risk may be indirectly influenced by genetic load. Serum LDL-cholesterol levels 
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may be reduced by the consumption of food enriched with plant sterols (PS). The aim was to 
test a plant sterol treatment on cholesterol levels according to different genetic 
polymorphisms. A pilot interventional trial was performed in 26 children (n = 16 girls, n = 10 
boys). Seven hundred milliliters/day of commercial skimmed milk with added plant sterols 
delivering 2.2 g plant sterols were ingested for three weeks. Blood draws were performed at 
the baseline and end of the study. Significant modifications of non-high density lipoprotein 
(HDL)-cholesterol (p = 0.010; p = 0.013) and LDL-cholesterol (p = 0.004; p = 0.013) levels 
appeared in the genes LIPC C-514T and PPAR-alpha L162V carriers. No statistically significant 
differences were observed for other genes. LIPC C-514T and PPAR-alpha L162V carriers could 
benefit from a plant sterol supplement to ameliorate hypercholesterolemia. 
 
[64] Ota Y, Kitamura M, Muta K et al. Effect of statin on life prognosis in Japanese patients 
undergoing hemodialysis. PloS one 2019; 14:e0224111.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31639169  
ABSTRACT  
The effect of statin on hemodialysis patients is controversial. Although previous large-scale 
studies did not clarify its effect in this population, recent studies suggest that statins could be 
useful in reducing the risk of cardiovascular events and all-cause mortality in specific groups of 
patients undergoing hemodialysis. The aforementioned large-scale studies included a small 
percentage of Asians, and few studies have investigated the effects of statins in Asians 
undergoing hemodialysis. Thus, we investigated the benefits of statins in patients undergoing 
maintenance hemodialysis at a single center in Japan. We obtained demographic, clinical, and 
hemodialysis data of all patients who underwent maintenance hemodialysis at the Nagasaki 
Renal Center between July 2011 and June 2012. Patients were followed-up until June 2018. We 
studied 339 patients, of which 51 (15.0%) were prescribed pitavastatin. The mean observation 
period was 4.1+/-2.3 years, 43% were women, and the median hemodialysis vintage at baseline 
was 4.7 years. During the follow-up, 198 patients (58%) died, of which 22 (43%) were 
prescribed pitavastatin and 176 (61%) were not prescribed any statins. After propensity score 
matching based on age, sex, dialysis vintage, dialysis time, diabetes mellitus, ischemic heart 
disease, dry weight, left ventricular ejection fraction, and serum albumin, an intergroup 
comparison between those who received statins and those who did not (44 patients in each 
group) showed significant differences in survival rate based on the log-rank test (P<0.05). 
Although the causes of death did not differ significantly between groups, deaths due to 
cardiovascular events, infections, and cancer were fewer in the group prescribed statins. Our 
results suggest that statins may reduce mortality in Japanese patients undergoing maintenance 
hemodialysis. Although potential residual confounders exist, statins may have an influence on 
the reduction in the incidence of cardiovascular events, infections, and cancer. Nevertheless, 
further studies are required to prove this hypothesis. 
 
[65] Hagger MS, Hamilton K, Hardcastle SJ et al. Predicting intention to participate in self-
management behaviors in patients with Familial Hypercholesterolemia: A cross-national 
study. Social science & medicine (1982) 2019; 242:112591.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31630009  
ABSTRACT  
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RATIONALE: Familial Hypercholesterolemia (FH) is a genetic condition that predisposes patients 
to substantially increased risk of early-onset atherosclerotic cardiovascular disease. FH risks can 
be minimized through regular participation in three self-management. BEHAVIORS: physical 
activity, healthy eating, and taking cholesterol lowering medication. OBJECTIVE: The present 
study tested the effectiveness of an integrated social cognition model in predicting intention to 
participate in the self-management behaviors in FH patients from seven countries. METHOD: 
Consecutive patients in FH clinics from Australia, Hong Kong, Brazil, Malaysia, Taiwan, China, 
and UK (total N=726) completed measures of social cognitive beliefs about illness from the 
common sense model of self-regulation, beliefs about behaviors from the theory of planned 
behavior, and past behavior for the three self-management behaviors. RESULTS: Structural 
equation models indicated that beliefs about behaviors from the theory of planned behavior, 
namely, attitudes, subjective norms, and perceived behavioral control, were consistent 
predictors of intention across samples and behaviors. By comparison, effects of beliefs about 
illness from the common sense model were smaller and trivial in size. Beliefs partially mediated 
past behavior effects on intention, although indirect effects of past behavior on intention were 
larger for physical activity relative to taking medication and healthy eating. Model constructs 
did not fully account for past behavior effects on intentions. Variability in the strength of the 
beliefs about behaviors was observed across samples and behaviors. CONCLUSION: Current 
findings outline the importance of beliefs about behaviors as predictors of FH self-management 
behaviors. Variability in the relative contribution of the beliefs across samples and behaviors 
highlights the imperative of identifying sample- and behavior-specific correlates of FH self-
management behaviors. 
 
[66] Gasbarrino K, Hafiane A, Zheng H, Daskalopoulou SS. Intensive Statin Therapy 
Compromises the Adiponectin-AdipoR Pathway in the Human Monocyte-Macrophage 
Lineage. Stroke 2019:Strokeaha119026280.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31648632  
ABSTRACT  
Background and Purpose- Statins are widely used for cardiovascular disease prevention through 
cholesterol-lowering and anti-inflammatory effects. Adiponectin, an anti-inflammatory 
adipokine, acts via two receptors, AdipoR1 and AdipoR2, to exert atheroprotective effects on 
the vasculature. We investigated whether statins can modulate the adiponectin-AdipoR 
pathway in the human monocyte-macrophage lineage. Methods- Monocytes were isolated 
from the whole blood of patients with severe carotid atherosclerosis (cross-sectional study) or 
from patients with cardiovascular risk factors (longitudinal study) and assessed for AdipoR1 and 
AdipoR2 gene expression using quantitative real-time polymerase chain reaction. In vitro, THP-1 
(Tamm-Horsfall protein 1) macrophages were treated with increasing atorvastatin or 
rosuvastatin doses for 24- or 72-hours to determine the effect of statins on AdipoR expression 
and activity. Macrophage cytokine secretion (IL [interleukin]-1beta, IL-10, IL-6, and TNF [tumor 
necrosis factor]-alpha) was assessed by electrochemiluminescence. Results- AdipoR1 and 
AdipoR2 mRNA expression on circulating monocytes from patients with carotid atherosclerosis, 
was significantly lower by 1.36- and 1.17-fold, respectively, in statin users versus statin-naive 
patients. Specifically, patients on high doses of atorvastatin (40-80 mg) or rosuvastatin (20-40 
mg) had significantly lower AdipoR gene expression versus statin-naive patients. Similarly, in 
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the longitudinal in vivo study, longer atorvastatin/rosuvastatin treatment (>/=5 months) in 
patients with cardiovascular risk factors resulted in lower AdipoR gene expression on circulating 
monocytes versus prestatin levels. In vitro, higher statin doses and longer exposure resulted in 
a greater decrease in AdipoR mRNA expression and greater macrophage secretion of pro-
inflammatory cytokines, IL-1beta, IL-6, and TNF-alpha. High statin doses also reduced 
adiponectin's capacity to suppress intracellular cholesteryl ester levels in oxLDL (oxidized LDL)-
loaded macrophages, with rosuvastatin exhibiting higher potency than atorvastatin. 
Conclusions- Our in vivo and in vitro studies identified a novel pleiotropic property of statins in 
modulating the adiponectin-AdipoR pathway in the human monocyte-macrophage lineage, 
where intensive statin therapy compromised the expression and function of adiponectin and its 
receptors. 
 
[67] Kinoshita K, Toshikuni N, Saito T et al. The combination of fatty liver and increased 
gamma-glutamyl transpeptidase levels as a risk factor for atherosclerotic plaque 
development in apparently healthy people. Turk J Med Sci 2019; 49:1350-1357.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31648507  
ABSTRACT  
Background/aim: To elucidate how the combination of fatty liver and increased serum gamma-
glutamyl transpeptidase (GGT) levels influences atherosclerotic plaque development in 
apparently healthy people. Materials and methods: The study population included people who 
had received an annual health checkup for more than 7 years and had no evidence of carotid 
plaque at baseline. We investigated the risk factors for carotid plaque occurrence using the Cox 
proportional hazards model. Results: A total of 107 people (76 men and 31 women; median 
age, 49 years) were enrolled. At baseline, fatty liver and a serum GGT level >/=50 U/L were 
observed in 13 and 38 people, respectively. During a median follow-up period of 13.3 years, 
carotid plaques appeared in 34 people. Multivariate analysis revealed that the combination of 
fatty liver and a serum GGT level >/=50 U/L was the only significant risk factor for carotid 
plaque occurrence (age- and sex-adjusted hazard ratio: 5.55; 95% confidence interval 1.70-
18.14; P = 0.005). Conclusion: The combination of fatty liver and increased serum GGT levels 
raises the risk for atherosclerotic plaque development in apparently healthy people. 
 
[68] O'Donnell VB, Ekroos K, Liebisch G, Wakelam M. Lipidomics: Current state of the art in a 
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ABSTRACT  
Lipids are essential for all facets of life. They play three major roles: energy metabolism, 
structural, and signaling. They are dynamic molecules strongly influenced by endogenous and 
exogenous factors including genetics, diet, age, lifestyle, drugs, disease and inflammation. As 
precision medicine starts to become mainstream, there is a huge burgeoning interest in lipids 
and their potential to act as unique biomarkers or prognostic indicators. Lipids comprise a large 
component of all metabolites (around one-third), and our expanding knowledge about their 
dynamic behavior is fueling the hope that mapping their regulatory biochemical pathways on a 
systems level will revolutionize our ability to prevent, diagnose, and stratify major human 
diseases. Up to now, clinical lipid measurements have consisted primarily of total cholesterol or 
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triglycerides, as a measure for cardiovascular risk and response to lipid lowering drugs. 
Nowadays, we are able to measure thousands of individual lipids that make up the lipidome. 
nuclear magnetic resonance spectrometry (NMR) metabolomics is also being increasingly used 
in large cohort studies where it can report on total levels of selected lipid classes, and relative 
levels of fatty acid saturation. To support the application of lipidomics research, LIPID MAPS 
was established in 2003, and since then has gone on to become the go-to resource for several 
lipid databases, lipid drawing tools, data deposition, and more recently lipidomics informatics 
tools, and a lipid biochemistry encyclopedia, LipidWeb. Alongside this, the recently established 
Lipidomics Standards Initiative plays a key role in standardization of lipidomics methodologies. 
This article is categorized under: Laboratory Methods and Technologies > Metabolomics 
Analytical and Computational Methods > Analytical Methods. 
 
 
 


