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[1] Timofte D, Hristov I, Zugun-Eloae F et al. MIDDLE TERM IMPACT OF SLEEVE GASTRECTOMY 
ON MAJOR CARDIOVASCULAR RISK FACTORS IN A GROUP OF ROMANIAN OBESE PATIENTS. 
Acta endocrinologica (Bucharest, Romania : 2005) 2017; 13:454-460.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31149216  
ABSTRACT  
Background and aim: The goals of bariatric surgery are to improve the quality of life by lowering 
body mass index (BMI) but also to treat obesity comorbidities. The aim of our study was to 
evaluate the impact of laparoscopic sleeve gastrectomy (LSG) on metabolic parameters. 
Methods: 85 obese patients treated by bariatric surgery LSG procedure were included in the 
study. Basal, 6 and 12 months after surgery serum glucose levels and lipid fractions were 
measured. Metabolic syndrome criteria according to IDF 2006 were evaluated at baseline and 
after bariatric surgery. Results: Our group included 61.2 % female patients, the mean age was 
40.2 +/-10.2 years and the metabolic syndrome criteria at baseline were confirmed in 69.4% of 
the study group. At twelve months after the intervention, the mean excess weight loss (%EWL) 
was 72%, with age and BMI subgroups variations. We found significant improvements of serum 
concentrations for triglycerides (P-value = 0.001, decreased by 30%), HDL-cholesterol (P-value = 
0.017, increased by 26%), total cholesterol (P-value = 0.043, decreased by 12%) and glucose (P-
value = 0.007, decreased by 12%). Conclusions: The positive effect of bariatric surgery was 
confirmed for lipid fractions and fasting glucose levels, also the metabolic syndrome prevalence 
was significantly reduced, all these changes contribute to lower cardiovascular risk together 
with significant weight loss. 
 
[2] Lopez-Vales R, David S. Bioactive Lipids in Inflammation After Central Nervous System 
Injury. Advances in experimental medicine and biology 2019; 1127:181-194.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31140179  
ABSTRACT  
Despite the progress made over the last decades to understand the mechanisms underlying 
tissue damage and neurological deficits after neurotrauma, there are currently no effective 
treatments in the clinic. It is well accepted that the inflammatory response in the CNS after 
injury exacerbates tissue loss and functional impairments. Unfortunately, the use of potent 
anti-inflammatory drugs, such as methylprednisolone, fails to promote therapeutic recovery 
and also gives rise to several undesirable side effects related to immunosuppression. The injury-
induced inflammatory response is complex, and understanding the mechanisms that regulate 
this inflammation is therefore crucial in the quest to develop effective treatments. Bioactive 
lipids have emerged as potent molecules in controlling the initiation, coordination, and 
resolution of inflammation and in promoting tissue repair and recovery of homeostasis. These 
bioactive lipids are produced by cells involved in the inflammatory response, and their defective 
synthesis leads to persistent chronic inflammation, tissue damage, and fibrosis. The present 
chapter discusses recent evidence for the role of some of these bioactive lipids, in particular, 
eicosanoid and pro-resolving lipid mediators, in the regulation of inflammation after 
neurotrauma and highlights the therapeutic potential of some of these lipids in enhancing 
neurological outcomes after CNS injuries. 
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[3] Summerhill V, Orekhov A. Pericytes in Atherosclerosis. Advances in experimental medicine 
and biology 2019; 1147:279-297.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31147883  
ABSTRACT  
Pericytes are pluripotent cells found in the vascular wall of both capillaries and large blood 
vessels. Pericytes are highly heterogeneous cells in terms of phenotype, tissue distribution, 
origin and functions, and they play an important role in the regulation of vascular 
morphogenesis and function. Pericytes were shown to be involved in tissue development and 
homeostasis, as well as in pathological processes, including atherosclerosis. Both microvascular 
and macrovascular pericytes form the cellular network of the arterial wall and are actively 
involved in lipid accumulation, growth, and neovascularization of the atherosclerotic plaque, 
local inflammation and thrombosis. According to current understanding, pericytes originate 
from the multipotent stem cells capable of mesenchymal differentiation to oligopotent 
lineages, such as osteoclasts, chondrocytes, and adipocytes, and also serve as mesenchymal 
local progenitors in tissues. Pericyte multilineage potential is fundamental for vascular 
pathology, including atherosclerotic lesion formation. Pericytes express various surface proteins 
that can be used for their identification in aid of diagnosis and therapeutic strategies for 
atherosclerosis and other vascular pathologies. 
 
[4] Bai F, Yu Z, Gao X et al. Simvastatin induces breast cancer cell death through oxidative 
stress up-regulating miR-140-5p. Aging 2019; 11:3198-3219.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31138773  
ABSTRACT  
Statins, a class of hyperlipidemic drugs, are widely used cholesterol lowering drugs that 
selectively inhibit 3-hydroxy-3-methylglutaryl CoA reductase, which is the rate-limiting enzyme 
in cholesterol biosynthesis, leading to decreasing of cholesterol biosynthesis. Statins exert anti-
tumoral effects on various cancer, including breast cancer. However, the molecular 
mechanisms for the actions were not fully elucidated. The purpose of this study was to 
elucidate the effects of statins on proliferation and apoptosis in the ER-negative breast cancer 
cell line MDA-MB-231. Our results showed that simvastatin increased the expression of miR-
140-5p in a dose dependent manner via activating transcription factor NRF1, reduced cell 
proliferation and induced apoptosis, and we also found that SLC2A1 was a new target of miR-
140-5p. In conclusion, data in this study shed light on the potential anti-tumoral effects of 
simvastatin in breast cancer and presents a highly promising therapeutic option, using drug and 
miRNA for combined treating cancers. 
 
[5] Chen Y, Feng R, Yang X et al. Yogurt improves insulin resistance and liver fat in obese 
women with nonalcoholic fatty liver disease and metabolic syndrome: a randomized 
controlled trial. The American journal of clinical nutrition 2019; 109:1611-1619.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31136662  
ABSTRACT  
BACKGROUND: Because consumption of conventional yogurt has beneficial effects in a healthy 
population, and insulin resistance (IR) is the mutual pathogenesis in nonalcoholic fatty liver 
disease (NAFLD) and metabolic syndrome (MetS), we hypothesized that yogurt would 
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ameliorate IR in patients with NAFLD and MetS. OBJECTIVES: The aim of this study was to 
investigate the effects of yogurt on IR and secondary endpoints including liver fat, gut 
microbiota, and serum biomarkers of inflammation and oxidative stress in obese women with 
NAFLD and MetS. METHODS: One hundred obese women aged 36-66 y with both NAFLD and 
MetS were randomly assigned to consume 220 g/d of either conventional yogurt or milk for 24 
wk. At baseline and week 24, we measured anthropometric indices, serum glucose, insulin, 
lipids, and cytokines in all participants, and liver fat and gut microbiota in 20 participants 
randomly selected from each group. RESULTS: Forty-eight participants from the yogurt group 
and 44 from the milk group completed the intervention. Compared with milk, yogurt 
significantly decreased the homeostasis model assessment of insulin resistance (-0.53; 95% CI: -
1.03, -0.02), fasting insulin (-2.77 mU/L; 95% CI: -4.91, -0.63 mU/L), 2-h insulin (-25.5 mU/L; 95% 
CI: -33.0, -17.9 mU/L), 2-h area under the curve for insulin (-29.4 mU/L . h; 95% CI: -44.0, -14.8 
mU/L . h), alanine aminotransferase (-4.65 U/L; 95% CI: -8.67, -0.64 U/L), intrahepatic lipid (-
3.44%; 95% CI: -6.19%, -0.68%), and hepatic fat fraction (-3.48%; 95% CI: -6.34%, -0.63%). 
Yogurt also decreased serum LPS (-0.31 EU/mL; 95% CI: -0.48, -0.14 EU/mL), fibroblast growth 
factor 21 (-57.76 pg/mL; 95% CI: -86.32, -29.19 pg/mL), lipids, and biomarkers of inflammation 
and oxidative stress, and altered gut microbiota composition. Mediation analysis showed that 
yogurt may improve IR by reducing serum lipids, inflammation, oxidative stress, and LPS. 
CONCLUSIONS: Yogurt was better than milk at ameliorating IR and liver fat in obese Chinese 
women with NAFLD and MetS, possibly by improving lipid metabolism, reducing inflammation, 
oxidative stress, and LPS, and changing the gut microbiota composition. This trial was registered 
at www.chictr.org.cn as ChiCTR-IPR-15006801. 
 
[6] Campia U, Gerhard-Herman M, Piazza G, Goldhaber SZ. Peripheral Artery Disease: Past, 
Present, and Future. The American journal of medicine 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31150643  
ABSTRACT  
Peripheral artery disease is a prevalent but underdiagnosed manifestation of atherosclerosis. 
There is insufficient awareness of its clinical manifestations, including intermittent claudication 
and critical limb ischemia, and of its risk of adverse cardiovascular and limb outcomes. In 
addition, our inadequate knowledge of its pathophysiology has also limited the development of 
effective treatments, particularly in the presence of critical limb ischemia. This review aims to 
highlight essential elements of the epidemiology and pathophysiology of peripheral artery 
disease; bring attention to the often-atypical manifestations of occlusive arterial disease of the 
lower extremity and to increase awareness of critical limb ischemia; briefly describe the 
diagnostic role of the ankle brachial index; and go over the contemporary management of 
peripheral arterial disease. An emphasis is placed on evidence-based medical treatments to 
improve symptoms and quality of life and to reduce the risk of cardiovascular and limb events 
in these patients, including supervised exercise training, smoking cessation, antagonism of the 
angiotensin system, lipid lowering, and antiplatelet and antithrombotic therapy. 
 
[7] Grundy SM, Stone NJ. 2018 Cholesterol Clinical Practice Guidelines: Synopsis of the 2018 
American Heart Association/American College of Cardiology/Multisociety Cholesterol 
Guideline. Annals of internal medicine 2019.  
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PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31132793  
ABSTRACT  
Description: In November 2018, the American Heart Association and American College of 
Cardiology (AHA/ACC) released a new clinical practice guideline on cholesterol management. It 
was accompanied by a risk assessment report on primary prevention of atherosclerotic 
cardiovascular disease (ASCVD). Methods: A panel of experts free of recent and relevant 
industry-related conflicts was chosen to carry out systematic reviews and meta-analyses of 
randomized controlled trials (RCTs) that examined cardiovascular outcomes. High-quality 
observational studies were used for estimation of ASCVD risk. An independent panel 
systematically reviewed RCT evidence about the benefits and risks of adding nonstatin 
medications to statin therapy compared with receiving statin therapy alone in persons who 
have or are at high risk for ASCVD. Recommendation: The guideline endorses a heart-healthy 
lifestyle beginning in childhood to reduce lifetime risk for ASCVD. It contains several new 
features compared with the 2013 guideline. For secondary prevention, patients at very high risk 
may be candidates for adding nonstatin medications (ezetimibe or proprotein convertase 
subtilisin/kexin type 9 [PCSK9] inhibitors) to statin therapy. In primary prevention, a clinician-
patient risk discussion is still strongly recommended before a decision is made about statin 
treatment. The AHA/ACC risk calculator first triages patients into 4 risk categories. Those at 
intermediate risk deserve a focused clinician-patient discussion before initiation of statin 
therapy. Among intermediate-risk patients, identification of risk-enhancing factors and 
coronary artery calcium testing can assist in the decision to use a statin. Compared with the 
2013 guideline, the new guideline gives more attention to percentage reduction in low-density 
lipoprotein cholesterol as a treatment goal and to long-term monitoring of therapeutic efficacy. 
To simplify monitoring, nonfasting lipid measurements are allowed. 
 
[8] San Mauro Martin I, Sanz Rojo S, Garicano Vilar E et al. Modulation of plasma triglycerides 
concentration by sterol-based treatment in children carrying different genes. Annals of 
pediatric cardiology 2019; 12:83-89.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31143031  
ABSTRACT  
Background: Dyslipidemias have increased during the last decades in children. Aim: The 
objective of this study was to analyze the influence of different polymorphisms in plasma 
triglyceride levels of children following a dietary treatment with plant sterols. Design: A 
randomized, double-blind, crossover, controlled clinical trial was carried out in 26 children (16 
women). Materials and Methods: Commercial milk, with 2.24 g sterols, was ingested daily 
during 3 weeks , and the same amount of kimmed milk without sterols, during the 3 week 
placebo phase. Both phases were separated by a washout period of 2 weeks. At the beginning 
and end of each phase, blood draws were performed. Results: Apolipoprotein A5 Ser19Trp (P = 
0.002), peroxisome proliferator-activated receptor-alpha L162V (P = 0.003), APOE APOE2/3/4 (P 
= 0.012), and APOE APOE2,3,4 (P = 0.025) show statistically significant differences between 
their haplotypes in plasma triglyceride levels. Other genes did not show statistically significant 
differences. Conclusions: Further studies are needed to establish which genotype combinations 
would be the most protective against hypertriglyceridemia. 
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[9] Redivo DDB, Jesus CHA, Sotomaior BB et al. Acute antinociceptive effect of fish oil or its 
major compounds, eicosapentaenoic and docosahexaenoic acids on diabetic neuropathic pain 
depends on opioid system activation. Behavioural brain research 2019; 372:111992.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31152745  
ABSTRACT  
Diabetic neuropathic pain is one of the most common and debilitating complications of 
diabetes whose available treatments are poorly effective. Currently, omega-3 polyunsaturated 
fatty acids (omega-3 PUFAs) have been widely studied as a treatment of many types of pain, 
including inflammatory, spontaneous and neuropathic pain. However, little is known about the 
potential antinociceptive effect of omega-3 PUFAs (fish oil; FO or its major fatty acids, 
eicosapentaenoic -EPA and docosahexaenoic acids-DHA), in diabetic neuropathic pain as well as 
the mechanisms involved. To test, streptozotocin (STZ) -induced diabetic male Wistar rats were 
submitted to acute treatment with FO, EPA or DHA at the second and fourth weeks after 
diabetes induction (at the beginning and peak of development of mechanical allodynia, 
respectively). The cumulative effect of these compounds after a sub-chronic treatment for two 
weeks was also evaluated as well as the role of central mu-opioid receptors. It was observed 
that acute oral treatment with FO (0.5, 1 or 3g/kg), EPA or DHA (100, 200 or 400mg/kg) at the 
2(nd) or at the 4(th) week after STZ significantly reverted the mechanical allodynia of diabetic 
animals, without altering the hyperglycemia or reduced weight gain. Moreover, the sub-chronic 
treatment with FO, EPA or DHA induced a sustained antinociceptive effect in diabetic animals. 
Intriguingly, the intrathecal treatment with a mu-opioid receptor antagonist (CTOP; 10mug/rat) 
completely prevented the acute effect of FO, EPA or DHA. Taken together, our data suggest 
that omega-3 PUFAs may represent a promising therapeutic outcome for diabetic neuropathic 
pain, probably acting through the opioid system activation. 
 
[10] Patel M, Kothari C. A simple, rapid and fully-validated HPLC method for simultaneous 
quantitative bio-analysis of Rosuvastatin and Candesartan in rat plasma: Application to 
pharmacokinetic interaction study. Biomedical chromatography : BMC 2019:e4607.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31141832  
ABSTRACT  
A simple, precise and accurate HPLC method was developed, optimized and validated for 
simultaneous determination of rosuvastatin and candesartan in rat plasma using atorvastatin as 
an internal standard. Solid-phase extraction was used for sample clean-up and its subsequent 
optimisation was carried out to achieve higher extraction efficiency and to eliminate matrix 
effect. A quality by design approach was used, wherein three-level factorial design was applied 
for optimisation of mobile phase composition and for assessing the effect of pH of the mobile 
phase using Design Expert Software. Adequate separation for both analytes was achieved with 
Waters C18 column (250 x 4.6 mm, 5 mum) using ACN: 5 mM Sodium acetate buffer (70:30, 
v/v; pH adjusted to 3.5 with acetic acid) as a mobile phase at a flow rate of 1.0 ml/min and 
wavelength of 254 nm. The calibration curves were linear over the concentration ranges of 5-
150 ng/ml and 10-300 ng/ml for ROS and CAN respectively. The validated method was 
successfully applied to Pharmacokinetic study in Wistar rats and the data did not reveal any 
evidence for a potential drug-drug interaction between ROS and CAN. This information provides 
evidence for clinical rational use of ROS and CAN. 
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[11] Karazniewicz-Lada M, Rzezniczak J, Glowka F et al. Influence of statin treatment on 
pharmacokinetics and pharmacodynamics of clopidogrel and its metabolites in patients after 
coronary angiography/angioplasty. Biomedicine & pharmacotherapy = Biomedecine & 
pharmacotherapie 2019; 116:108991.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31136946  
ABSTRACT  
Possible interaction between clopidogrel and CYP3A4-metabolised atorvastatin or non-CYP3A4-
metabolised rosuvastatin was investigated based on pharmacokinetic parameters of clopidogrel 
and its metabolites as well as the platelet reactivity test in patients undergoing coronary 
angiography/angioplasty. The study involved 50 patients (62.7+/-7.8 years old) who underwent 
coronary angiography/angioplasty and were treated with clopidogrel and atorvastatin or 
rosuvastatin during the six months after the procedure. The P2Y12 reaction units (PRU) and 
pharmacokinetic parameters of clopidogrel, diastereoisomers of thiol metabolite (inactive H3 
and active H4), and inactive carboxylic metabolite were measured 12-18h and six months after 
the coronary angiography/angioplasty. There were no significant differences in concentrations 
of clopidogrel and its metabolites including the H4 active metabolite in plasma of patients co-
treated with clopidogrel and atorvastatin or rosuvastatin. The use of statins did not affect the 
pharmacokinetic parameters of the studied compounds. A significant correlation was found 
between the Cmax and AUC0-t of the active H4 isomer and platelet aggregation in a group of 
patients treated with rosuvastatin but not in the atorvastatin group. No significant differences 
in PRU values were observed between the atorvastatin and rosuvastatin groups at the 
beginning of the study (171.4+/-54.3 vs 146.3+/-48.1 PRU, p=0.192) as well as at six months 
(173.7+/-45.8 vs 157.3+/-54.9 PRU, p=0.562). However, in a small group of patients, who were 
discharged from atorvastatin to rosuvastatin, an increase in the PRU values accompanied by a 
decreased AUC of the H4 active isomer was observed. The study confirmed that the systemic 
exposure to clopidogrel and its active H4 isomer of thiol metabolite, as well as the antiplatelet 
effect of the drug, were not negatively affected by co-administration of atorvastatin as 
compared with rosuvastatin. 
 
[12] Li SS, Cao H, Shen DZ et al. Effect of Quercetin on Atherosclerosis Based on Expressions of 
ABCA1, LXR-alpha and PCSK9 in ApoE(-/-) Mice. Chinese journal of integrative medicine 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31144159  
ABSTRACT  
OBJECTIVE: To investigate the effect of quercetin on ATP binding cassette transporter A1 
(ABCA1), liver X receptor (LXR), and proprotein convertase subtilisin/kexin type 9 (PCSK9) 
expressions in apoE-knockout (ApoE(-/-)) mice. METHODS: The high-fat diet-induced 
atherosclerosis (AS) in ApoE(-/-) mice was established. Thirty-six mice were divided into 3 
groups using random number table method: model group (n=12), quercetin group (n=12), and 
atorvastatin group (n=12), with C57BL/6J mice of the same strain and age as the control group 
(n=12). Quercetin group and atorvastatin group were administrated with quercetin and 
atorvastatin by oral gavage, with doses of 12.5 and 4 mg/(kg*d), respectively. Animals in the 
control and model groups were given an equal volume of distilled water by oral gavage once 
per day for a total of 12 weeks. Western blot and immunohistochemical methods were 
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employed to determine the aortic ABCA1, LXR-alpha and PCSK9 protein expression. Enzyme 
linked immunosorbent assay method was used to detect the expression of serum total 
cholesterol (TC), triglyceride (TG), high density lipoprotein-cholesterol (HDL-C), low density 
lipoprotein-cholesterol (LDL-C), tumor necrosis factor-alpha (TNF-alpha), interleukin-6 (IL-6), 
and IL-10, combined with tissue pathological examination. RESULTS: ApoE(-/-) mice fed with a 
high-fat diet had notable atherosclerosis lesions, with reduced ABCA1, LXR-alpha and IL-10 
levels (all P<0.01), elevated PCSK9, TNF-alpha and IL-6 expression, and increased TC and LDL-C 
contents (all P<0.01). After quercetin intervention, the areas of AS plaques and the expressions 
of PCSK9, TNF-alpha and IL-6 were significantly reduced (all P<0.01), while the expressions of 
ABCA1 and LXR-alpha were increased significantly (all P<0.01). CONCLUSION: Quercetin 
effectively interfered with AS development by regulating the expressions of ABCA1, LXR- alpha 
and PCSK9 in ApoE(-/-) mice. 
 
[13] Ascaso JF, Civeira F, Guijarro C et al. Indications of PCSK9 inhibitors in clinical practice. 
Recommendations of the Spanish Sociey of Arteriosclerosis (SEA), 2019. Clinica e investigacion 
en arteriosclerosis : publicacion oficial de la Sociedad Espanola de Arteriosclerosis 2019; 
31:128-139.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31130361  
ABSTRACT  
A group of experts convened by the Spanish Society of Arteriosclerosis (SEA) has been in charge 
of updating the SEA document on the indications of PCSK9 inhibitors (PCSK9i) in clinical practice 
that was published in 2016. This update is justified by the fact that the data from clinical trials 
carried out on a large scale with PCSK9i have shown that in addition to their high potency to 
lower atherogenic cholesterol, they reduce the risk of atherosclerotic cardiovascular disease, 
both in patients with stable disease, and with recent disease, and with a high degree of 
security. This update provides the recommendations and level of evidence for the prescription 
of iPCSK9 in patients with homozygous and heterozygous familial hypercholesterolemia, with 
atherosclerotic cardiovascular disease, and in primary prevention in patients with very high 
cardiovascular risk. These recommendations have been established taking into account the 
concentration of LDL-C, the clinical situation of the patient, the additional risk factors and the 
cost-effectiveness of their use. 
 
[14] Chen J, Lou H, Jiang B et al. Effects of Food and Gender on Pharmacokinetics of 
Rosuvastatin in a Chinese Population Based on 4 Bioequivalence Studies. Clinical 
pharmacology in drug development 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31148412  
ABSTRACT  
The effects of food and gender on the pharmacokinetics of rosuvastatin in healthy Chinese 
subjects were investigated from 4 bioequivalence studies. These studies were designed as 
randomized, open-label, and 2-period crossover in both fasting and fed states. A total of 204 
subjects were enrolled, 134 men and 70 women. These subjects received a single oral 10-mg 
dose of rosuvastatin with a 7-day washout between 2 periods. The plasma concentrations were 
determined using a validated liquid chromatography tandem mass spectrometry method, and 
pharmacokinetic parameters were calculated by noncompartmental methods. Compared with 
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the fasting condition, administration after a high-fat and high-calorie meal resulted in an 
approximately 40% reduction of rosuvastatin exposure and a near 50% decrease in absorption 
rate. Moreover, the apparent clearance was significantly greater in the fed state than that in 
the fasting state. It was noted that the adverse events incidence is increased by approximately 
30% in the fasting state; however, no serious adverse events were observed. Additionally, small 
differences in pharmacokinetic characteristics were found between male and female subjects. 
Food effect might be considered for optimal effectiveness and safety of rosuvastatin therapy. 
 
[15] Kumar N, Kumar S, Kumar A et al. Lipid Profile of Patients with Acute Myocardial 
Infarction (AMI). Cureus 2019; 11:e4265.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31139524  
ABSTRACT  
Introduction Irrespective of underlying hyperlipidemia, the serum lipid profile witnesses a 
phasic fluctuation immediately after a major cardiovascular event. This study aims to evaluate 
the change in serum lipid profile in patients with acute myocardial infarction (AMI). Methods It 
was a prospective, cross-sectional study conducted in the department of cardiology, Shalamar 
Hospital, and Punjab Institute of Cardiology, from October until December 2018, focusing on 
patients admitted with ST-elevation myocardial infarction (STEMI). The patient's demographics 
and lipid profile (in mg/dl) within the first 24 hours and after 48 hours of the event were 
recorded. Results The mean serum total cholesterol (TC) levels decreased from 207.5 +/- 30.5 
to 192.4 +/- 49.3 after 48 hours (p-value <0.0001). Mean serum triglyceride (TGs) levels 
increased from 153.8 +/- 10.2 to 183.8 +/- 14.8 (p-value <0.0001). Mean serum low density 
lipid-cholesterol (LDL-C) decreased from 149.0 +/- 41.2 to 133.4 +/- 54.0 (p-value = 0.0003). 
Mean serum high density lipid-cholesterol (HDL-C) decreased from 46.6 +/- 9.9 to 40.7 +/- 11.8 
(p-value <0.0001). Conclusion Phasic fluctuations in serum lipid profile are observed after acute 
myocardial infarction (AMI). The trend that follows include reduced TC, LDL-C, and HDL-C, and 
increased TGs. Periodic lipid profile must be evaluated in all patients admitted for AMI to 
understand the changing trend, initiate lifestyle measures to reach target lipid levels, and 
predict the choice of lipid-lowering therapy. 
 
[16] Santoso A, Heriansyah T, Rochman S. Phospholipase A 2 is an inflammatory predictor in 
Cardiovascular Diseases: Is there any spacious room to prove the causation? Current 
cardiology reviews 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31146670  
ABSTRACT  
Lipoprotein-associated phospholipase A 2 (Lp-PLA 2 ) is an enzyme family of phospholipase A 2 
produced by the inflammatory cell in atherosclerotic plaque. It is transported in the circulation, 
attached mainly to low-density lipoprotein-cholesterol (LDL-C). It hydrolyzes 
glycerophospholipids particularly fatty acids at the sn-2 position and produces numerous 
bioactive lipids; and leads to endothelial dysfunction, atherosclerotic plaque inflammation, and 
development of the necrotic core in plaques. There are two kinds of phospholipase A 2 , 
namely: secretory phospholipase A 2 (sPLA 2 ) and Lp-PLA 2 . They are deemed as evolving 
predictors of cardiovascular disease (CVD) risk in hospital- and population-based studies, 
including healthy subjects, acute coronary syndromes (ACS) and patients with CVD. 
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Unfortunately, Lp- PLA 2 inhibitor (darapladib) and s-PLA 2 inhibitor (varespladib methyl) failed 
to prove to lower the risk of composite CVD mortality, myocardial infarction and stroke in those 
with stable CVD and ACS. Herein, we describe the explanation based on the existing data why 
there is still a discrepancy among them. So, it highlights the opinion that phospholipase A 2 is 
merely the inflammation biomarkers of CVD risk and playing an important role in 
atherosclerosis. Further, there is more spacious room to prove the causation. 
 
[17] Orekhov AN. The Role of Modified and Dysfunctional Lipoproteins in Atherogenesis. Curr 
Med Chem 2019; 26:1509-1511.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31146661  
ABSTRACT  
 
[18] Mackey RH, Kuller LH, Moreland LW. Inflammatory joint diseases and atherosclerosis: 
time to look beyond the 'lipid paradox'. Current opinion in lipidology 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31145122  
ABSTRACT  
PURPOSE OF REVIEW: Uncertainty persists about the contribution of lipids to the increased risk 
of cardiovascular disease (CVD) among rheumatoid arthritis and other inflammatory joint 
disease (IJD) patients. In reviewing recent research, we consider potential insights gained by 
quantifying lipoprotein particles directly, rather than by their lipid content. RECENT FINDINGS: 
Although inflammation often decreases LDL cholesterol (LDL-C), and anti-inflammatory 
medications often increase LDL-C, both inflammation and anti-inflammatory medications can 
increase atherogenic Apolipoprotein B (ApoB)-containing lipoprotein particles, attenuated by 
statins. CVD risk factors, that is, smoking, obesity, ApoB, may increase years prior to IJD 
diagnosis. Increased risks of nonatherosclerotic myocardial and pulmonary disease, heart 
failure and mortality may be directly related to disease activity, inflammation, and possibly to 
HDL particles and function. SUMMARY: For IJD patients, higher cumulative lifetime exposure to 
CVD risk factors accelerates atherosclerosis and subsequent CVD risk that is underestimated by 
current risk factor levels. CVD risk reduction in IJD requires aggressive and earlier reduction in 
CVD risk factors (ApoB lipoproteins, smoking, hypertension, diabetes, lack of physical activity), 
in addition to control of disease activity and inflammation. Lipid-lowering medications can 
attenuate anti-inflammatory medication-induced increases in ApoB and LDL-C, but can also 
reduce CVD risk due to cumulative lifetime exposure. 
 
[19] Sabatel-Perez F, Garcia-Ropero A, Santos-Gallego CG et al. LDL cholesterol-lowering 
therapies: emphasis on proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibitors. 
Drugs of today (Barcelona, Spain : 1998) 2019; 55:329-344.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31131843  
ABSTRACT  
Atherosclerotic cardiovascular disease is the leading cause of death all over the world. Its 
etiopathogenesis involves many correlated processes, with hypercholesterolemia being one of 
the main risk factors. Several large clinical trials have established the association between low-
density lipoprotein cholesterol (LDL-C) levels and cardiovascular events. With the aim to take 
control over high LDL-C levels, several drugs with different targets in the cholesterol pathway 
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have been developed. Statins are the cornerstone of pharmacological lipid-lowering treatment, 
although they are not always successful in attaining the recommended LDL-C levels. Therefore, 
newer and more potent therapies have been developed, being prominent among them 
ezetimibe and especially the proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibitors. 
Recent trials with these new therapies have reaffirmed the theory of 'the lower, the better' 
when it comes to LDL-C levels, and 'the earlier, the better' when it comes to atherosclerotic 
physiopathology. 
 
[20] Muscas M, Louros SR, Osterweil EK. Lovastatin, not Simvastatin, Corrects Core Phenotypes 
in the Fragile X Mouse Model. eNeuro 2019; 6.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31147392  
ABSTRACT  
The cholesterol-lowering drug lovastatin corrects neurological phenotypes in animal models of 
fragile X syndrome (FX), a commonly identified genetic cause of autism and intellectual 
disability (ID). The therapeutic efficacy of lovastatin is being tested in clinical trials for FX; 
however, the structurally similar drug simvastatin has been proposed as an alternative due to 
an increased potency and brain penetrance. Here, we perform a side-by-side comparison of the 
effects of lovastatin and simvastatin treatment on two core phenotypes in Fmr1(-/y) mice 
versus WT littermates: excessive hippocampal protein synthesis and susceptibility to audiogenic 
seizures (AGSs). We find that simvastatin does not correct excessive hippocampal protein 
synthesis in the Fmr1(-/y) hippocampus at any dose tested. In fact, simvastatin significantly 
increases protein synthesis in both Fmr1(-/y) and WT. Moreover, injection of simvastatin does 
not reduce AGS in the Fmr1(-/y) mouse, while lovastatin significantly reduces AGS incidence 
and severity versus vehicle-treated animals. These results show that unlike lovastatin, 
simvastatin does not correct core phenotypes in the Fmr1(-/y) mouse model. 
 
[21] van Assen M, Varga-Szemes A, Schoepf UJ et al. Automated plaque analysis for the 
prognostication of major adverse cardiac events. European journal of radiology 2019; 116:76-
83.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31153577  
ABSTRACT  
OBJECTIVE: The purpose of this study is to assess the value of an automated model-based 
plaque characterization tool for the prediction of major adverse cardiac events (MACE). 
METHODS: We retrospectively included 45 patients with suspected coronary artery disease of 
which 16 (33%) experienced MACE within 12 months. Commercially available plaque 
quantification software was used to automatically extract quantitative plaque morphology: 
lumen area, wall area, stenosis percentage, wall thickness, plaque burden, remodeling ratio, 
calcified area, lipid rich necrotic core (LRNC) area and matrix area. The measurements were 
performed at all cross sections, spaced at 0.5 mm, based on fully 3D segmentations of lumen, 
wall, and each tissue type. Discriminatory power of these markers and traditional risk factors 
for predicting MACE were assessed. RESULTS: Regression analysis using clinical risk factors only 
resulted in a prognostic accuracy of 63% with a corresponding area under the curve (AUC) of 
0.587. Based on our plaque morphology analysis, minimal cap thickness, lesion length, LRNC 
volume, maximal wall area/thickness, the remodeling ratio, and the calcium volume were 
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included into our prognostic model as parameters. The use of morphologic features alone 
resulted in an increased accuracy of 77% with an AUC of 0.94. Combining both clinical risk 
factors and morphological features in a multivariate logistic regression analysis increased the 
accuracy to 87% with a similar AUC of 0.924. CONCLUSION: An automated model based 
algorithm to evaluate CCTA-derived plaque features and quantify morphological features of 
atherosclerotic plaque increases the ability for MACE prognostication significantly compared to 
the use of clinical risk factors alone. 
 
[22] Hogberg D, Bjorck M, Mani K et al. Five Year Outcomes in Men Screened for Carotid 
Artery Stenosis at 65 Years of Age: A Population Based Cohort Study. European journal of 
vascular and endovascular surgery : the official journal of the European Society for Vascular 
Surgery 2019; 57:759-766.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31142437  
ABSTRACT  
OBJECTIVE: This study aimed to determine the outcome of 65 year old men five years after 
carotid ultrasound screening, as well as risk factors for disease progression. METHODS: All 65 
year old men living in the county of Uppsala 2007-2009 were invited to an ultrasound 
examination of both carotid arteries and re-invited at age 70. The cohort was grouped into 
normal carotids, plaque without significant stenosis, moderate stenosis (50-79%), and severe 
stenosis (80-99%). The rate of disease progression was assessed from ultrasound data. Data on 
mortality, ipsilateral neurological events, risk factors, and medication were obtained from 
patient records and population registries. RESULTS: Among men participating in carotid 
screening at age 65, 3,057 were re-screened at age 70. In those with normal carotids (n = 
2,318), 23 (1.0%) progressed to a moderate stenosis, and four (0.2%) to a symptomatic severe 
stenosis. Among those with plaque (n = 696), 25 (3.6%) progressed to moderate stenosis, and 
eight (1.1%) to severe stenosis, of whom four (0.6%) had symptoms. Of 31 men with 50-79% 
stenosis, four (12.9%) had progressed to a severe stenosis, of whom two (6.5%) developed 
symptoms. Five of twelve subjects (42%) with 80-99% stenosis developed symptoms. Disease 
regression was present among 289/692 plaque (41.7%) and 16/33 stenosis (48.4%). In 
multivariable analysis, smoking, coronary artery disease and hypercholesterolemia were 
associated with disease progression. The proportions of antiplatelet, statin, and 
antihypertensive treatment in the population at age 70 were 22%, 29%, and 55%, respectively. 
CONCLUSION: Men with plaques and moderate stenosis have a good prognosis, but in those 
with severe stenosis there is a high risk of neurological events. 
 
[23] Sottero B, Rossin D, Staurenghi E et al. Omics analysis of oxysterols to better understand 
their pathophysiological role. Free radical biology & medicine 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31141713  
ABSTRACT  
High amounts of cholesterol have been definitely associated with the pathogenesis of several 
diseases, including metabolic and neurodegenerative disorders, cardiovascular diseases, and 
cancer. In all these pathologies the exacerbation of pro-oxidant and inflammatory responses is 
a consistent feature. In this scenario, species derived from enzymatic and non-enzymatic 
cholesterol oxidation, namely oxysterols, are strongly suspected to play a primary role. The 
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consideration of these bioactive lipids is therefore helpful in investigating pathological 
mechanisms and may also acquire clinical value for the diagnosis and treatment of diseases. For 
this purpose and considering that a great number of oxysterols may be present together in the 
body, the employment of lipidomics technology certainly represents a powerful strategy for the 
simultaneous detection and characterization of these compounds in biological specimens. In 
this review, we will discuss the applicability of the lipidomics approach in the study of the 
association between oxysterols and diseases. 
 
[24] Svegliati-Baroni G, Pierantonelli I, Torquato P et al. Lipidomic biomarkers and mechanisms 
of lipotoxicity in non-alcoholic fatty liver disease. Free radical biology & medicine 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31152791  
ABSTRACT  
Non-alcoholic fatty liver disease (NAFLD) represents the most common form of chronic liver 
disease worldwide (about 25% of the general population); and 3-5% of patients develop non-
alcoholic steatohepatitis (NASH), characterized by hepatocytes damage, inflammation and/or 
fibrosis, which can progress to cirrhosis and/or develop hepatocellular carcinoma (HCC). The 
pathogenesis of NAFLD, particularly the mechanisms whereby a minority of patients develop a 
more severe phenotype is still incompletely understood. In this review we examine the 
available literature on initial mechanisms of hepatocellular damage and inflammation, deriving 
from toxic effects of excess lipids. Accumulating data indicate that the total amount of 
triglycerides stored in hepatocytes is not the major determinant of lipotoxicity and that specific 
lipid classes act as damaging agents on liver cells. These lipotoxic agents affect the cell behavior 
via multiple mechanisms, including activation of death receptors, endoplasmic reticulum stress, 
modification of mitochondrial function and oxidative stress. The role of gut microbiota, which 
provides signals through the intestine, in lipotoxicity is also described. Finally, we summarize 
the lipidomic strategies utilized to explore the liver lipidome and its modifications in the course 
of NALFD. These include surrogate measures on blood plasma and erythrocyte membrane 
lipids. 
 
[25] Bruen R, Fitzsimons S, Belton O. miR-155 in the Resolution of Atherosclerosis. Frontiers in 
pharmacology 2019; 10:463.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31139076  
ABSTRACT  
Atherosclerosis is a chronic progressive inflammatory disease where advanced lesions can 
eventually completely obstruct blood flow resulting in clinical events, such as a myocardial 
infarction or stroke. Monocytes and macrophages are the dominant biologically active immune 
cells involved in atherosclerosis disease and play a pivotal role during initiation, progression, 
and regression of disease. Altering macrophage inflammation is critical to induce regression of 
atherosclerosis and microRNAs (miRs) have emerged as key regulators of the macrophage 
phenotype. MiRs are small noncoding RNAs that regulate gene expression. They are 
dysregulated during atherosclerosis development and are key regulators of macrophage 
function and polarization. MiRs are short nucleotide transcripts that are very stable in 
circulation and thus have potential as therapeutics and/or biomarkers in the context of 
atherosclerosis. Of relevance to this review is that inhibition of macrophage-specific miR-155 
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may be a viable therapeutic strategy to decrease inflammation associated with atherosclerosis. 
However, further studies on these miRs and advancements in miR therapeutic delivery are 
required for these therapeutics to advance to the clinical setting. Conjugated linoleic acid (CLA), 
a pro-resolving lipid mediator, is an agonist of the peroxisome proliferator-activated receptor 
(PPAR)-gamma. The biological activities of CLA have been documented to have anti-atherogenic 
effects in experimental models of atherosclerosis, inducing regression and impacting on 
monocyte and macrophage cells. Our work and that of others on PPAR-gamma agonists and 
polyunsaturated fatty acids have shown that these mediators regulate candidate miRNAs and 
promote pro-resolving atherosclerotic plaque microenvironments. 
 
[26] Samedy LA, Ryan GJ, Superko RH, Momary KM. CETP genotype and concentrations of HDL 
and lipoprotein subclasses in African-American men. Future cardiology 2019; 15:187-195.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31148465  
ABSTRACT  
Aim: To assess the association between the CETP Taq1B and I405V polymorphisms with levels 
of lipoprotein subclasses in African-American (AA) men with and without Type 2 diabetes 
(T2DM). Patients & methods: AA men, over 30 years of age, with (n = 54) or without T2DM (n = 
50), and not receiving lipid-lowering agents, underwent advanced lipid analysis and genotyping. 
Results & conclusion: In the total patient population Taq1B B2-allele carriers had significantly 
higher levels of large HDL subclasses (HDL-2b [p = 0.017] and HDL-L [p = 0.019]), lower levels of 
small-HDL subclasses (HDL-3a [p = 0.004] and HDL-3b [p = 0.031]), and lower levels of LDL 
subclasses (LDL-IVa [p = 0.012] and LDL-IIIb [p = 0.009]). The only significant genotype-diabetes 
interaction occurred with the HDL-2a subclass (p = 0.015). No statistically significant 
associations were seen with I405V genotype. Our observations of lower levels of small-HDL and 
higher levels of large-HDL suggest that a potentially important HDL subclass-CETP relationship 
exists. 
 
[27] Zhou X, Ai S, Chen Z, Li C. Probucol promotes high glucose-induced proliferation and 
inhibits apoptosis by reducing reactive oxygen species generation in Muller cells. International 
ophthalmology 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31144240  
ABSTRACT  
PURPOSE: To explore the protective effect of probucol on human retinal Muller cells cultured in 
high glucose. METHODS: Primary Muller cells from human retinas were cultured in complete 
DMEM. Third-generation Muller cells were identified using glutamine synthetase (GS) antibody 
and randomly divided into three groups: normoglycemia (NG, 5.5 mmol/L); hyperglycemia (HG, 
30 mmol/L); and hyperglycemia (30 mmol/L) with probucol (10 mumol/L; HGPB). After a 24-h 
intervention, cell proliferation, apoptosis, and cellular reactive oxygen species (ROS) were 
measured with a CCK-8 kit, flow cytometry, and DCFH-DA probe, respectively. Kelch-like ECH-
associated protein 1 (Keap1), NF-E2-related factor 2 (Nrf2), and glutamate cysteine ligase 
catalytic subunit (GCLC) protein expression were detected by immunofluorescence staining. 
RESULTS: For NG, HG, and HGPB, optical density (OD) values for cell proliferation were 0.98 +/- 
0.23, 0.58 +/- 0.11, and 0.73 +/- 0.11; apoptotic rates were 2.79 +/- 0.52%, 7.70 +/- 0.44%, and 
4.00 +/- 0.95%; and intracellular ROS were 20.89 +/- 5.14, 55.17 +/- 14.07, and 26.28 +/- 4.73, 
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respectively. Compared to NG, OD was markedly decreased (P < 0.01), apoptosis was increased 
(P < 0.001), and intracellular ROS level was significantly higher than in HG (P < 0.01). Compared 
to HG, OD was markedly increased (P < 0.01), apoptosis was meaningfully decreased (P < 0.01), 
and intracellular ROS level was significantly lower than in HGPB (P < 0.01). GS, Keap1, Nrf2, and 
GCLC had positive expression. CONCLUSIONS: Probucol could inhibit intracellular ROS 
generation, promote proliferation, and decrease apoptosis of human retinal Muller cells 
cultured in high glucose. This might also be associated with Keap1/Nrf2/ARE oxidative stress 
signaling pathway activation. 
 
[28] Kolar MJ, Konduri S, Chang T et al. Linoleic acid esters of hydroxy linoleic acids are anti-
inflammatory lipids found in plants and mammals. The Journal of biological chemistry 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31152059  
ABSTRACT  
Fatty acid esters of hydroxy fatty acids (FAHFAs) are a recently discovered class of biologically 
active lipids. Here, we identify the linoleic acid ester of 13-hydroxy linoleic acid (13-LAHLA) as 
an anti-inflammatory lipid. An oat oil fraction and FAHFA-enriched extract from this fraction 
showed anti-inflammatory activity in LPS-induced cytokine secretion assay. Structural studies 
identified three LAHLA isomers (15-, 13-, and 9-LAHLA) as being the most abundant FAHFAs in 
the oat oil fraction. Of these LAHLAs, 13-LAHLA is the most abundant LAHLA isomer in human 
serum after ingestion of liposomes made of fractionated oat oil, and it is also the most 
abundant endogenous LAHLA in mouse and human adipose tissue. As a result, we chemically 
synthesized 13-LAHLA for biological assays. 13-LAHLA suppresses LPS-stimulated secretion of 
cytokines and expression of pro-inflammatory genes. These studies identify LAHLAs as an 
evolutionarily conserved lipid with anti-inflammatory activity in mammalian cells. 
 
[29] Abete I, Konieczna J, Zulet MA et al. Association of lifestyle factors and inflammation with 
sarcopenic obesity: data from the PREDIMED-Plus trial. Journal of cachexia, sarcopenia and 
muscle 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31144432  
ABSTRACT  
BACKGROUND: Sarcopenia is a progressive age-related skeletal muscle disorder associated with 
increased likelihood of adverse outcomes. Muscle wasting is often accompanied by an increase 
in body fat, leading to 'sarcopenic obesity'. The aim of the present study was to analyse the 
association of lifestyle variables such as diet, dietary components, physical activity (PA), body 
composition, and inflammatory markers, with the risk of sarcopenic obesity. METHODS: A 
cross-sectional analysis based on baseline data from the PREDIMED-Plus study was performed. 
A total of 1535 participants (48% women) with overweight/obesity (body mass index: 32.5 +/- 
3.3 kg/m(2) ; age: 65.2 +/- 4.9 years old) and metabolic syndrome were categorized according 
to sex-specific tertiles (T) of the sarcopenic index (SI) as assessed by dual-energy X-ray 
absorptiometry scanning. Anthropometrical measurements, biochemical markers, dietary 
intake, and PA information were collected. Linear regression analyses were carried out to 
evaluate the association between variables. RESULTS: Subjects in the first SI tertile were older, 
less physically active, showed higher frequency of abdominal obesity and diabetes, and 
consumed higher saturated fat and less vitamin C than subjects from the other two tertiles (all 
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P < 0.05). Multiple adjusted linear regression models evidenced significant positive associations 
across tertiles of SI with adherence to the Mediterranean dietary score (P-trend < 0.05), PA (P-
trend < 0.0001), and the 30 s chair stand test (P-trend < 0.0001), whereas significant negative 
associations were found with an inadequate vitamin C consumption (P-trend < 0.05), visceral 
fat and leucocyte count (all P-trend < 0.0001), and some white cell subtypes (neutrophils and 
monocytes), neutrophil-to-lymphocyte ratio, and platelet count (all P-trend < 0.05). When 
models were additionally adjusted by potential mediators (inflammatory markers, diabetes, 
and waist circumference), no relevant changes were observed, only dietary variables lost 
significance. CONCLUSIONS: Diet and PA are important regulatory mediators of systemic 
inflammation, which is directly involved in the sarcopenic process. A healthy dietary pattern 
combined with exercise is a promising strategy to limit age-related sarcopenia. 
 
[30] Lyubarova R, Albers JJ, Marcovina SM et al. Effects of Extended-Release Niacin on Quartile 
Lp-PLA2 Levels and Clinical Outcomes in Statin-treated Patients with Established 
Cardiovascular Disease and Low Baseline Levels of HDL-Cholesterol: Post Hoc Analysis of the 
AIM HIGH Trial. Journal of cardiovascular pharmacology and therapeutics 
2019:1074248419852955.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31131629  
ABSTRACT  
BACKGROUND: Lipoprotein-associated phospholipase A2 (LpPLA2) is an inflammatory marker 
that has been associated with the presence of vulnerable plaque and increased risk of 
cardiovascular (CV) events. OBJECTIVE: To assess the effect of extended-release niacin (ERN) on 
Lp-PLA2 activity and clinical outcomes. METHODS: We performed a post hoc analysis in 3196 
AIM-HIGH patients with established CV disease and low baseline levels of high-density 
lipoprotein cholesterol (HDL-C) who were randomized to ERN versus placebo on a background 
of simvastatin therapy (with or without ezetimibe) to assess the association between baseline 
Lp-PLA2 activity and the rate of the composite primary end point (CV death, myocardial 
infarction, stroke, hospitalization for unstable angina, and symptom-driven revascularization). 
RESULTS: Participants randomized to ERN, but not those randomized to placebo, experienced a 
significant 8.9% decrease in LpPLA2. In univariate analysis, the highest quartile of LpPLA2 
activity (>208 nmol/min/mL, Q4) was associated with higher event rates compared to the lower 
quartiles in the placebo group (log rank P = .032), but not in the ERN treated participants (log 
rank P = .718). However, in multivariate analysis, adjusting for sex, diabetes, baseline LDL-C, 
HDL-C, and triglycerides, there was no significant difference in outcomes between the highest 
Lp-PLA2 activity quartile versus the lower quartiles in both the placebo and the ERN groups. 
CONCLUSION: Among participants with stable CV disease on optimal medical therapy, elevated 
Lp-PLA2 was associated with higher CV events; however, addition of ERN mitigates this effect. 
This association in the placebo group was attenuated after multivariable adjustment, which 
suggests that Lp-PLA2 does not improve risk assessment beyond traditional risk factors. 
 
[31] Sanchez-Hernandez RM, Tugores A, Novoa FJ et al. The island of Gran Canaria: A genetic 
isolate for familial hypercholesterolemia. Journal of clinical lipidology 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31153816  
ABSTRACT  
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BACKGROUND: Genetic diagnosis of familial hypercholesterolemia (FH) has not been universally 
performed in the Canary Islands (Spain). OBJECTIVES: This study aimed to genetically 
characterize a cohort of patients with FH in the island of Gran Canaria. METHODS: Study 
subjects were 70 unrelated index cases attending a tertiary hospital in Gran Canaria, with a 
clinical diagnosis of FH, according to the criteria of the Dutch Lipid Clinic Network. Given that 7 
of the first 10 cases with positive genetic study were carriers of a single mutation in the LDLR 
gene [p.(Tyr400_Phe402del)], a specific polymerase chain reaction-based assay was developed 
for the detection of this variant as a first screening step on the remaining subjects. In those 
without this mutation, molecular diagnosis was completed using a next-generation sequencing 
panel including LDLR, APOB, PCSK9, LDLRAP1, APOE, STAP1, and LIPA genes and incorporating 
copy number variation detection in LDLR. RESULTS: On the whole, 44 subjects (62%) had a 
positive genetic study, of whom 30 (68%) were heterozygous carriers of the 
p.(Tyr400_Phe402del) variant. Eleven subjects carried other mutations in LDLR, including the 
novel mutation NM_000527.4: c.877dupG; NP_000518.1: p.(Asp293Glyfs*8). An unclassified 
PCSK9 gene variant was found in one subject [(NM_174936.3:c.1496G>A; NP_777596.2: 
p.(Arg499His)]. Other single patients had mutations in APOB (heterozygous) and in LIPA 
(homozygous). All identified variants co-segregated with the disease phenotype. 
CONCLUSIONS: These findings suggest a founder effect for the p.(Tyr400_Phe402del) LDLR 
mutation in Gran Canaria. A cost-effective local screening strategy for genetic diagnosis of FH 
could be implemented in this region. 
 
[32] Warden BA, Minnier J, Watts GF et al. Impact of PCSK9 inhibitors on plasma lipoprotein(a) 
concentrations with or without a background of niacin therapy. Journal of clinical lipidology 
2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31130489  
ABSTRACT  
BACKGROUND: Lipoprotein(a) [Lp(a)] is an atherogenic lipoprotein associated with 
atherosclerotic cardiovascular disease. Niacin and proprotein convertase subtilisin/kexin type 9 
inhibitors (PCSK9i) both lower Lp(a). OBJECTIVE: The objective of the study was to determine if 
addition of PCSK9i to background niacin therapy further lowers Lp(a). METHODS: This study is a 
retrospective analysis of patients who met the following inclusion criteria: initiated PCSK9i 
therapy, had Lp(a) measurements before and after initiation of PCSK9i, and for the combination 
therapy group, PCSK9i was added on top of baseline niacin monotherapy. Of the 150 patients 
included in this study, 136 were on monotherapy (PCSK9i) and 14 were on combination therapy 
(niacin + PCSK9i). Lp(a) values were assessed in both groups before and after the addition of 
PCSK9i. RESULTS: Median percent and absolute Lp(a) reductions in the niacin + PCSK9i 
combination therapy group were -15.3% (interquartile range [IQR] -31.8, -1) and -9 mg/dL (IQR -
37.2, -0.5), respectively, from a baseline Lp(a) of 95 mg/dL (IQR 20.5, 171). These reductions 
were statistically significant or nearly so (P = .04 and P = .05, respectively). Median percent and 
absolute Lp(a) reductions in the PCSK9i monotherapy group were -17.3% (IQR -34.4, 0) and -6 
mg/dL (IQR -16, 0), respectively, from a baseline Lp(a) of 39.5 mg/dL (IQR 15, 117.5). There was 
no difference in median percent and absolute change in Lp(a) between monotherapy and 
combination therapy groups (P = .84 and P = .54, respectively). CONCLUSIONS: Our study 
demonstrates that the addition of PCSK9i to background of niacin therapy is associated with 
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approximately 15% reduction in Lp(a) beyond that achieved with background niacin 
monotherapy. 
 
[33] Magriplis E, Sialvera TE, Papadopoulou A et al. Effectiveness and easiness of adherence to 
behavioural guidelines for diet and lifestyle changes for cholesterol-lowering: the Increasing 
Adherence of Consumers to Diet & Lifestyle Changes to Lower (LDL) Cholesterol (ACT) 
randomised controlled trial. Journal of human nutrition and dietetics : the official journal of the 
British Dietetic Association 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31134707  
ABSTRACT  
BACKGROUND: The present study aimed to assess perceived effectiveness and easiness of 
behavioural diet and lifestyle changes related to dyslipidaemia given by physicians or dieticians 
as a result of diet and lifestyle modifications being difficult to maintain. METHODS: One-
hundred hypercholesterolaemic individuals were enrolled in a parallel, randomised 6-week 
study. Fifty were advised by dietitians (dietitian group: DG) in six weekly face-to-face 
behavioural therapy sessions and 50 received standard advice from physicians (physician group: 
PG). All individuals were followed-up for another 6 weeks under real-life conditions. 
Questionnaires regarding perceived effectiveness, easiness of adhering, forecasted and actual 
adherence to specific cholesterol-lowering advice were completed. RESULTS: Scores of 
perceived effectiveness of advice for sufficient exercise, limiting saturated fat (SFA) intake, 
eating fish twice a week, consuming plenty of fresh fruit and vegetables, and limiting salt intake 
different scientifically (all P < 0.05) in PG and DG between study phases. Scores of the 
individuals' perception of effectiveness at all study phases were higher in the DG compared to 
PG for sufficient exercise, limiting SFA intake, eating fish twice a week, eating plenty of fruits 
and vegetables, and limiting salt intake, whereas scores of easiness were significant only for fish 
consumption (P = 0.008) and using foods with added plant sterols (all P < 0.05). DG and PG 
significantly differed in forecasted (week 6) versus actual adherence (week 12) to various 
chances, with DG reporting higher adherence. CONCLUSIONS: Lifestyle and dietary changes 
related to dyslipidaemia can be achieved with continuous education, monitoring and follow-ups 
by dieticians, as well as potentially other trained healthcare professionals. 
 
[34] Kostyunin AE, Yuzhalin AE, Ovcharenko EA, Kutikhin AG. Development of calcific aortic 
valve disease: Do we know enough for new clinical trials? Journal of molecular and cellular 
cardiology 2019; 132:189-209.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31136747  
ABSTRACT  
Calcific aortic valve disease (CAVD), previously thought to represent a passive degeneration of 
the valvular extracellular matrix (VECM), is now regarded as an intricate multistage disorder 
with sequential yet intertangled and interacting underlying processes. Endothelial dysfunction 
and injury, initiated by disturbed blood flow and metabolic disorders, lead to the deposition of 
low-density lipoprotein cholesterol in the VECM further provoking macrophage infiltration, 
oxidative stress, and release of pro-inflammatory cytokines. Such changes in the valvular 
homeostasis induce differentiation of normally quiescent valvular interstitial cells (VICs) into 
synthetically active myofibroblasts producing excessive quantities of the VECM and proteins 
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responsible for its remodeling. As a result of constantly ongoing degradation and re-deposition, 
VECM becomes disorganised and rigid, additionally potentiating myofibroblastic differentiation 
of VICs and worsening adaptation of the valve to the blood flow. Moreover, disrupted and 
excessively vascularised VECM is susceptible to the dystrophic calcification caused by calcium 
and phosphate precipitating on damaged collagen fibers and concurrently accompanied by 
osteogenic differentiation of VICs. Being combined, passive calcification and biomineralisation 
synergistically induce ossification of the aortic valve ultimately resulting in its mechanical 
incompetence requiring surgical replacement. Unfortunately, multiple attempts have failed to 
find an efficient conservative treatment of CAVD; however, therapeutic regimens and clinical 
settings have also been far from the optimal. In this review, we focused on interactions and 
transitions between aforementioned mechanisms demarcating ascending stages of CAVD, 
suggesting a predisposing condition (bicuspid aortic valve) and drug combination (lipid-lowering 
drugs combined with angiotensin II antagonists and cytokine inhibitors) for the further testing 
in both preclinical and clinical trials. 
 
[35] Kim DK, Verdoorn JT, Gunderson TM et al. Comparison of non-contrast vessel wall imaging 
and 3-D time-of-flight MRA for atherosclerotic stenosis and plaque characterization within 
intracranial arteries. Journal of neuroradiology. Journal de neuroradiologie 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31136749  
ABSTRACT  
PURPOSE: We compared the ability of intracranial high-resolution vessel wall imaging (VWI) 
without gadolinium and 3-D time-of-flight (3D-TOF) MRA techniques to characterize intracranial 
arterial stenosis and arterial wall plaque consistent with atherosclerotic plaque. METHODS: 
Consecutive intracranial VWI examinations performed within 2 months of a 3D-TOF exam with 
at least 1 noted plaque was included. Examinations assessed 17 vessel segments for plaque and 
diameters of stenotic and normal segments using double oblique reformatted images. Results 
were compared with the VWI and 3D-TOF exams considered the reference standard for plaque 
and luminal stenosis, respectively. RESULTS: Assessed segments totaled 286 from 17 patients. 
Proximal segment sensitivity and specificity for luminal stenosis detection with VWI was 92.5% 
and 82.1%, respectively, whereas for assessing plaque with 3D-TOF it was 59.4% and 98.3%, 
respectively. The mean intra-rater difference in luminal diameter measurements between VWI 
and 3D-TOF at normal segments and at the area of maximal stenosis was 0.02mm (SD 0.51mm) 
and 0.08mm (SD 0.66mm), respectively. CONCLUSIONS: Intracranial VWI demonstrated 
reasonably high sensitivity and specificity for luminal stenosis assessment using 3D-TOF as a 
reference standard, while 3D-TOF demonstrated low sensitivity for plaque detection. Our 
results suggest that VWI can be used for simultaneous assessment of luminal stenosis and 
plaque in the intracranial arteries. 
 
[36] Newman JC, Malek AM, Hunt KJ, Marriott BP. Nutrients in the US Diet: Naturally Occurring 
or Enriched/Fortified Food and Beverage Sources, Plus Dietary Supplements: NHANES 2009-
2012. The Journal of nutrition 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31132112  
ABSTRACT  
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BACKGROUND: Nutrients are added to the diet through fortification/enrichment and dietary 
supplements (DSs). Meeting the US Dietary Reference Intakes (DRIs) varies by nutrient and 
population subsegments. OBJECTIVE: The aim of this study was to assess the relative role of 
naturally occurring, enriched/fortified, and DS sources of 15 micronutrients with reference to 
the DRIs. METHODS: We used the NHANES 2009-2012 (>/=2 y old, n = 16,975) data, the ILSI 
North America Fortification database, and the National Cancer Institute usual intake method. 
RESULTS: Prevalence of nutrient intake from naturally occurring sources below the Estimated 
Average Requirement (EAR) varied from 5% for vitamin B-12 to 100% for vitamin D, with 
>/=40% of the population below the EAR for 8 of the 14 nutrients (ages >/=2 y). With 
enrichment/fortification, the percentage below the EAR decreased to the following for vitamins 
A (35%), C (34%), and B-6 (7%), folate (8%), thiamin (5%), riboflavin (3%), niacin (1%), and iron 
(2%). Nutrients from DSs further improved intakes related to the EAR for 12 nutrients (ages 
>/=2 y). For 9-18-y-olds, the percentages of nutrient intakes below the EAR were 14-50% higher 
than for 2-8-y-olds. The Tolerable Upper Intake Level (UL) was exceeded among children aged 
2-8 y for folate (41.7%), niacin (10.1%), and zinc (39.9%), whereas among ages >/=2 y and 9-18 y 
no prevalence of intakes over the UL exceeded 10%. CONCLUSIONS: Fortification/enrichment 
constitutes a meaningful contribution to reducing the percentage of individuals with less than 
the EAR for their demographic. These data underscore the need to encourage better dietary 
patterns to improve the intake of nutrients at risk of low intake. 
 
[37] Mora S, Chang CL, Moorthy MV, Sever PS. Association of Nonfasting vs Fasting Lipid Levels 
With Risk of Major Coronary Events in the Anglo-Scandinavian Cardiac Outcomes Trial-Lipid 
Lowering Arm. JAMA internal medicine 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31135812  
ABSTRACT  
Importance: Recent guidelines have recommended nonfasting for routine testing of lipid levels 
based on comparisons of nonfasting and fasting populations. However, no previous study has 
examined the association of cardiovascular outcomes with fasting vs nonfasting lipid levels 
measured in the same individuals. Objective: To compare the association of nonfasting and 
fasting lipid levels with prospectively ascertained coronary and vascular outcomes and to 
evaluate whether a strategy of using nonfasting instead of fasting lipid level measurement 
would result in misclassification of risk for individuals undergoing evaluation for initiation of 
statin therapy. Design, Setting, and Participants: This post hoc prospective follow-up of a 
randomized clinical trial included 8270 of 10305 participants from the Anglo-Scandinavian 
Cardiac Outcomes Trial-Lipid Lowering Arm (ASCOT-LLA) with nonfasting and fasting lipid levels 
measured 4 weeks apart (including 6855 participants with no prior vascular disease) (median 
follow-up, 3.3 years; interquartile range, 2.8-3.6 years). Data were collected from February 1, 
1998, to December 31, 2002, and analyzed from February 1, 2016, to November 30, 2018. 
Multivariable Cox models, adjusted for cardiovascular risk factors, were calculated for 40-mg/dL 
(1-mmol/L) higher values of nonfasting and fasting lipids. Main Outcomes and Measures: The 
trial's primary end point consisted of major coronary events (nonfatal myocardial infarction 
[MI] and fatal coronary heart disease [212 events]). Secondary analyses examined 
atherosclerotic cardiovascular disease (ASCVD) events (including MI, stroke, and ASCVD death 
[351 events]). Results: Among the 8270 participants (82.1% male; mean [SD] age, 63.4 [8.5] 
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years), nonfasting samples had modestly higher triglyceride levels and similar cholesterol levels 
compared to fasting samples. Associations of nonfasting lipid levels with coronary events were 
similar to those for fasting lipid levels. For example, adjusted hazard ratios (HRs) per 40-mg/dL 
of low-density lipoprotein cholesterol were 1.32 (95% CI, 1.08-1.61; P = .007) for nonfasting 
levels and 1.28 (95% CI, 1.07-1.55; P = .008) for fasting levels. For the primary prevention group, 
adjusted HRs were 1.42 (95% CI, 1.13-1.78; P = .003) for nonfasting levels and 1.37 (95% CI, 
1.11-1.69; P = .003) for fasting levels. Results were consistent by randomized treatment arm 
(atorvastatin calcium, 10 mg/d, or placebo) and similar for ASCVD events. Concordance of 
fasting and nonfasting lipid levels for classifying participants into appropriate ASCVD risk 
categories was high (94.8%). Conclusions and Relevance: Measurement of nonfasting and 
fasting lipid levels yields similar results in the same individuals for association with incident 
coronary and ASCVD events. These results suggest that routine measurement of nonfasting 
lipid levels may help facilitate ASCVD risk screening and treatment, including consideration of 
when to initiate statin therapy. 
 
[38] Jende JME, Groener JB, Rother C et al. Association of Serum Cholesterol Levels With 
Peripheral Nerve Damage in Patients With Type 2 Diabetes. JAMA network open 2019; 
2:e194798.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31150078  
ABSTRACT  
Importance: Lowering serum cholesterol levels is a well-established treatment for dyslipidemia 
in patients with type 2 diabetes (T2D). However, nerve lesions in patients with T2D increase 
with lower serum cholesterol levels, suggesting that lowering serum cholesterol levels is 
associated with diabetic polyneuropathy (DPN) in patients with T2D. Objective: To investigate 
whether there is an association between serum cholesterol levels and peripheral nerve lesions 
in patients with T2D with and without DPN. Design, Setting, and Participants: This single-center, 
cross-sectional, prospective cohort study was performed from June 1, 2015, to March 31, 2018. 
Observers were blinded to clinical data. A total of 256 participants were approached, of whom 
156 were excluded. A total of 100 participants consented to undergo magnetic resonance 
neurography of the right leg at the Department of Neuroradiology and clinical, serologic, and 
electrophysiologic assessment at the Department of Endocrinology, Heidelberg University 
Hospital, Heidelberg, Germany. Exposures: Quantification of the nerve's diameter and lipid 
equivalent lesion (LEL) load with a subsequent analysis of all acquired clinical and serologic data 
with use of 3.0-T magnetic resonance neurography of the right leg with 3-dimensional 
reconstruction of the sciatic nerve. Main Outcomes and Measures: The primary outcome was 
lesion load and extension. Secondary outcomes were clinical, serologic, and electrophysiologic 
findings. Results: A total of 100 participants with T2D (mean [SD] age, 64.6 [0.9] years; 68 
[68.0%] male) participated in the study. The LEL load correlated positively with the nerve's 
mean cross-sectional area (r = 0.44; P < .001) and the maximum length of a lesion (r = 0.71; P < 
.001). The LEL load was negatively associated with total serum cholesterol level (r = -0.41; P < 
.001), high-density lipoprotein cholesterol level (r = -0.30; P = .006), low-density lipoprotein 
cholesterol level (r = -0.33; P = .003), nerve conduction velocities of the tibial (r = -0.33; P = .01) 
and peroneal (r = -0.51; P < .001) nerves, and nerve conduction amplitudes of the tibial (r = -
0.31; P = .02) and peroneal (r = -0.28; P = .03) nerves. Conclusions and Relevance: The findings 



Literature update week 22 (2019) 
 

suggest that lowering serum cholesterol levels in patients with T2D and DPN is associated with 
a higher amount of nerve lesions and declining nerve conduction velocities and amplitudes. 
These findings may be relevant to emerging therapies that promote an aggressive lowering of 
serum cholesterol levels in patients with T2D. 
 
[39] Genkel VV, Shaposhnik, II. [Carotid Wall Shear Rate as a Marker of Systemic 
Atherosclerosis and Atherosclerotic Cardiovascular Disease]. Kardiologiia 2019; 59:45-52.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31131767  
ABSTRACT  
AIM: to assess possibility of the use of carotid wall shear rate (WSR) as a marker of systemic 
atherosclerosis and atherosclerotic cardiovascular disease (ASCVD). MATERIALS AND 
METHODS: We included into this study 200 patients with different cardiovascular risk (142 
patients already had one or more ASCVD). All patients underwent ultrasound scanning of 
carotid and lower limb arteries with measurement of the ankle-brachial index. Carotid WSR was 
determined during ultrasonic scanning of carotid arteries in accordance with the Hagen-
Poiseuille law. RESULTS: Mean WSR value in this cohort of patients was 434+/-139 s-1. Based on 
the results of the ROCanalysis, it was found that WSR below the threshold value of 300 s-1 
allowed to predict the presence of ASCVD with sensitivity of 97.1 % and specificity of 84.6 %. 
WSR &lt;300 s-1 was associated with relative risk (RR) of ASCVD presence 11.2 (95 % CI 1.26-
99.3, p=0.03), adjusted for factors such as sex, age, smoking, obesity, hypertension, estimated 
glomerular filtration rate (eGFR), low density lipoprotein cholesterol, and high sensitivity C-
reactive protein, carotid intima-media thickness. The model which included carotid WSR, as 
well as factors such as the presence of type 2 diabetes, obesity, sex, age, eGFR, allowed to 
diagnose combined atherosclerotic lesions of peripheral arteries with a sensitivity of 73.1 % and 
a specificity of 90.3 %. CONCLUSION: Evaluation of the carotid WSR allows to diagnose with 
satisfactory sensitivity and specificity the presence of combined atherosclerosis of peripheral 
arteries and ASCVD. 
 
[40] Sedykh DY, Kazantsev AN, Tarasov RS et al. [Predictors of Progressive Course of Multifocal 
Atherosclerosis in Patients With Myocardial Infarction]. Kardiologiia 2019; 59:36-44.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31131766  
ABSTRACT  
PURPOSE: Determination of clinical and instrumental predictors of progressive course of 
multifocal atherosclerosis (MFA) in patients one year after myocardial infarction (MI), initially 
having hemodynamically insignificant stenoses of carotid arteries. MATERIALS AND METHODS: 
From database of patients with acute coronary syndrome treated in the Kemerovo Regional 
Clinical Cardiac Dispensary in 2009-2010 we selected for this study 141 patients with verified 
diagnosis of MI and hemodynamically insignificant lesions in the internal carotid artery (ICA) 
(stenosis up </= 55 %). All patients had coronary atherosclerosis verified on coronary 
angiography at admission because of MI. A multivariate analysis of possible predictors of the 
progressive course of multifocal atherosclerosis was made based on assessment of the 
development of cardiovascular complications (CVC) (death, MI, stroke and transient cerebral 
circulatory attacks [TIA]), as well as revascularizations and negative dynamics of parameters of 
color duplex scanning (CDS) of ICA during one year after MI. RESULTS: One year after MI the 
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overall incidence of CVC was 16.3 % (n=23). Structure of registered events was as follows: death 
from MI 7.1 % (n=10), deaths from stroke 2.1 % (n=3) and other causes 2.1 % (n=3), non-fatal 
MI 5.0 % (n=7), non-fatal stroke / TIA 2.1 % (n=3), carotid revascularization 2.8 % (n=4), 
coronary revascularization 14.9 % (n=21). CDC of ICAs was repeated in 125 patients. There were 
17 (13.6 %) cases of progression of carotid atherosclerosis in the form of de novo bilateral 
stenoses in 14 (11.2 %) patients, stenoses in the left and right ICA 1 patient and 2 patients, 
respectively. The following predictors of progression of atherosclerosis of cerebral arteries were 
identified: family history of cardiovascular diseases (CVD),ICA stenosis >/=45 %, baseline 
circular atherosclerotic plaque (ASP). Predictors of high risk of stroke were family history of 
CVD, history of stroke,ICA stenosis >/=45 %, heterogeneous hypoechoic ASP. As predictors of 
lethal outcome, we identified history of MI, high functional class of angina preceding the index 
MI, severe coronary vascular bed involvement (SYNTAX score &gt;23), presence of any bilateral 
atherosclerotic lesion in ICAs, and heterogeneous hypoechoic ASP. Assessment of the 
contribution of adherence to therapy in the prognosis 1 year after hospital discharge was 
fulfilled in 125 alive patients. It allowed to conclude that patients with progression of 
atherosclerosis and nonfatal CVC were characterized by insufficient adherence to standard 
therapy. CONCLUSION: Predictors of the progressive course of multifocal atherosclerosis during 
one year after MI were identified in this study. It is necessary to strengthen therapeutic and 
preventive measures aimed at minimization of the impact of these factors in this category of 
patients. 
 
[41] Wilson JH, Payne SC, Fermin CR et al. Statin use protective for chronic rhinosinusitis in a 
nationally representative sample of the United States. Laryngoscope 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31150126  
ABSTRACT  
OBJECTIVES/HYPOTHESIS: Statins have long been used in the management of cardiovascular 
disease for their lipid-lowering properties. However, recent research suggests that statins may 
also have anti-inflammatory effects via modulation of lipid-containing enzymes and mediators, 
and therefore may have therapeutic value in the treatment of chronic rhinosinusitis (CRS). 
STUDY DESIGN: Retrospective database review. METHODS: The 2006 to 2015 National 
Ambulatory Medical Care Survey (NAMCS) data were queried to analyze the relationship 
between statin use and rates of CRS. CRS was indicated by the presence of an International 
Classification of Diseases, Ninth Revision code for CRS in one of the five diagnosis variables. 
Statin use was indicated by the presence of a statin medication in any of the 30 medication 
variables using the Multum Lexicon Drug Database, with newly prescribed medications 
excluded. Relevant demographic, socioeconomic, and comorbid factors were included in a 
multivariate logistic regression model, which accounted for the complex, stratified, multistage 
survey design of the NAMCS. RESULTS: There were 390,538 unweighted visit records used in 
the weighted analysis dataset, corresponding to 9,612,613,668 weighted visits. Statin use was 
associated with a decreased rate of CRS in both a univariate analysis (odds ratio [OR] = 0.53, P < 
.001) and the multivariate logistic regression accounting for comorbid, socioeconomic, and 
demographic factors (OR = 0.79, P = .030). CONCLUSIONS: Statin use is associated with 
decreased rates of CRS based on a nationally representative sample of outpatient visits in the 
United States. This supports research that suggests statin medications may have protective 
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properties against CRS, and further research is warranted into their potential therapeutic value 
for this indication. LEVEL OF EVIDENCE: NA Laryngoscope, 2019. 
 
[42] Brown M, McClean CM, Davison GW et al. Preceding exercise and postprandial 
hypertriglyceridemia: effects on lymphocyte cell DNA damage and vascular inflammation. 
Lipids in health and disease 2019; 18:125.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31138221  
ABSTRACT  
BACKGROUND: Exercise has proved effective in attenuating the unfavourable response 
normally associated with postprandial hypertriglyceridemia (PHTG) and accompanying 
oxidative stress. Yet, the acute effects of prior exercise and PHTG on DNA damage remains 
unknown. The purpose of this study was to examine if walking alters PHTG-induced oxidative 
damage and the interrelated inflammatory mechanisms. METHODS: Twelve apparently healthy, 
recreationally active, male participants (22.4 +/- 4.1 years; 179.2 +/- 6 cm; 84.2 +/- 14.7 kg; 51.3 
+/- 8.6 ml.kg(- 1).min(- 1)) completed a randomised, crossover study consisting of two trials: (1) 
a high-fat meal alone (resting control) or (2) a high-fat meal immediately following 1 h of 
moderate exercise (65% maximal heart rate). Venous blood samples were collected at baseline, 
immediately post-exercise or rest, as well as at 2, 4 and 6 h post-meal. Biomarkers of oxidative 
damage (DNA single-strand breaks, lipid peroxidation and free radical metabolism) and 
inflammation were determined using conventional biochemistry techniques. RESULTS: DNA 
damage, lipid peroxidation, free radical metabolism and triglycerides increased postprandially 
(main effect for time, p < 0.05), regardless of completing 1 h of preceding moderate intensity 
exercise. Plasma antioxidants (alpha-tocopherol and gamma-tocopherol) also mobilised in 
response to the high-fat meal (main effect for time, p < 0.05), but no changes were detected for 
retinol-binding protein-4. CONCLUSION: The ingestion of a high fat meal induces postprandial 
oxidative stress, inflammation and a rise in DNA damage that remains unaltered by one hour of 
preceding exercise. 
 
[43] Wang HY, Shi WR, Yi X et al. Assessing the performance of monocyte to high-density 
lipoprotein ratio for predicting ischemic stroke: insights from a population-based Chinese 
cohort. Lipids in health and disease 2019; 18:127.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31142338  
ABSTRACT  
BACKGROUND: Monocyte to high-density lipoprotein cholesterol ratio (MHR) is a recently 
emerged measure of inflammation and oxidative stress and has been used to predict multiple 
cardiovascular abnormalities, but data relative to ischemic stroke are lacking. The goal of this 
study was to estimate the associations of MHR and prevalent ischemic stroke among a large 
cohort of general Chinese population. METHOD: The study analyzed 8148 individuals (mean 
age: 54.1 years; 45.7% males) enrolled in a cross-sectional population-based Northeast China 
Rural Cardiovascular Health Study (NCRCHS). We identified 194 patients admitted from January 
and August 2013 with ischemic stroke. RESULTS: After adjustment for age, sex, and potential 
confounders, each standard deviation (SD) increment of MHR was predictive to a greater odd of 
ischemic stroke (odds ratio, 1.276; 95% confidence interval [CI], 1.082-1.504), with subjects in 
the highest quartile of MHR levels having a 1.6-fold higher risk of prevalent ischemic stroke 
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(95% CI, 1.045-2.524) as compared with those in the lowest quartile. Moreover, smoothing 
curve showed a linear positive pattern of this association. The area under the curve (AUC) 
significantly increased (P = 0.042) to 0.808 (95% CI, 0.779-0.837) when the combined MHR was 
added to the baseline logistic regression model with ischemic stroke risk factors. Also, MHR 
(0.004) significantly improved integrated discrimination improvement when added to the 
baseline model. CONCLUSIONS: The present study demonstrated for the first time a linear 
relation between MHR levels and the odds of ischemic stroke in a large community-based 
population. The MHR, a marker of high atherosclerotic burden, demonstrated incremental 
predictive value over traditional clinical risk factors, thus providing clinical utility in risk 
stratification in subjects presenting with ischemic stroke. These findings had implications for 
strategies aimed at lowering MHR to prevent adverse cardiovascular and cerebrovascular 
outcomes. 
 
[44] Zhang L, He S, Li Z et al. Apolipoprotein E polymorphisms contribute to statin response in 
Chinese ASCVD patients with dyslipidemia. Lipids in health and disease 2019; 18:129.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31153375  
ABSTRACT  
BACKGROUND: Apolipoprotein E (ApoE) plays an important role in lipid metabolism and 
clearance. Statins are the most common drugs used to modulate the lipid profile in the clinic 
therapy; the associations between ApoE polymorphisms and statin response to lipids were 
inconsistent in previous studies among different ethnicities. Our study aimed to demonstrate 
the relationships among the statins response and the ApoE gene common polymorphisms and 
lifestyle risk factors in Chinese arteriosclerotic cardiovascular disease (ASCVD) patients with 
dyslipidemia. METHODS: A total of 1002 dyslipidemia ASCVD patients were recruited in this 
study, including 311 patients with a history of type 2 diabetes mellitus (T2DM). These patients 
were all treated with drugs atorvastatin (10 mg/d) or rosuvastatin (5 mg/d) for at least 4 weeks 
and genotyped for ApoE e2/e3/e4 alleles, using Kompetitive Allele Specific PCR (KASP) and 
Sanger sequencing. The plasma lipids levels were determined before and after statins 
treatment. RESULTS: The results of ApoE genotyping with KASP method were consistent with 
the sequencing analysis. In the total 1002 patients, the E2 phenotypes (e2/e3, e2/e2) had 
significant lower low-density lipoprotein cholesterol (LDL-C) baseline levels than subjects with 
E3 (e3/e3, e2/e4) and E4 (e3/e4, e4/e4) phenotypes (P = 0.007, 0.005, respectively), and E2 
phenotypes had the highest triglyceride (TG) baseline levels. To statins treatment, E2 
phenotypes had a better response in TG, Total cholesterol (TC) and LDL-C reduction percentage 
compared with other phenotypes, and smoking/alcohol drinking status also had a significant 
influence on statins response of LDL-C lowering. No significant difference was found in the 
effects of lipids decreasing between atorvastatin and rosuvastatin drugs in all patients. 
CONCLUSIONS: We developed the KASP technique for the ApoE genotyping, and demonstrated 
ApoE polymorphisms interacted with smoking/drinking to influence the declining extent of TG, 
TC and LDL-C levels after statins therapy in Chinese dyslipidemia ASCVD patients. These 
discoveries developed our cognition with the genetic polymorphisms effects on statin response, 
which should be taken more seriously in smoking/drinking E4 amino acid isoform carriers. 
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[45] Yang F, Li J, Pang G et al. Effects of Diethyl Phosphate, a Non-Specific Metabolite of 
Organophosphorus Pesticides, on Serum Lipid, Hormones, Inflammation, and Gut Microbiota. 
Molecules (Basel, Switzerland) 2019; 24.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31137755  
ABSTRACT  
Organophosphorus pesticides (OPs) can be metabolized to diethyl phosphate (DEP) in the gut 
environment, which may affect the immune and endocrine systems and the microbiota. 
Correlations between OPs and diseases have been established by epidemiological studies, 
mainly based on the contents of their metabolites, including DEP, in the serum or urine. 
However, the effects of DEP require further study. Therefore, in this study, adult male rats were 
exposed to 0.08 or 0.13 mg/kg DEP for 20 weeks. Serum levels of hormones, lipids, and 
inflammatory cytokines as well as gut microbiota were measured. DEP significantly enriched 
opportunistic pathogens, including Paraprevotella, Parabacteroides, Alloprevotella, and 
Helicobacter, leading to a decrease in interleukin-6 (IL-6). Exposure to the high dose of DEP 
enriched the butyrate-producing genera, Alloprevotella and Intestinimonas, leading to an 
increase in estradiol and a resulting decrease in total triglycerides (TGs) and low-density 
lipoprotein cholesterol (LDL-C); meanwhile, DEP-induced increases in peptide tyrosinetyrosine 
(PYY) and ghrelin were attributed to the enrichment of short-chain fatty acid-producing 
Clostridium sensu stricto 1 and Lactobacillus. These findings indicate that measuring the effects 
of DEP is not a proxy for measuring the effects of its parent compounds. 
 
[46] Li J, Gong L, Liu S et al. Adipose HuR protects against diet-induced obesity and insulin 
resistance. Nature communications 2019; 10:2375.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31147543  
ABSTRACT  
Human antigen R (HuR) is a member of the Hu family of RNA-binding proteins and is involved in 
many physiological processes. Obesity, as a worldwide healthcare problem, has attracted more 
and more attention. To investigate the role of adipose HuR, we generate adipose-specific HuR 
knockout (HuR(AKO)) mice. As compared with control mice, HuR(AKO) mice show obesity when 
induced with a high-fat diet, along with insulin resistance, glucose intolerance, 
hypercholesterolemia and increased inflammation in adipose tissue. The obesity of HuR(AKO) 
mice is attributed to adipocyte hypertrophy in white adipose tissue due to decreased 
expression of adipose triglyceride lipase (ATGL). HuR positively regulates ATGL expression by 
promoting the mRNA stability and translation of ATGL. Consistently, the expression of HuR in 
adipose tissue is reduced in obese humans. This study suggests that adipose HuR may be a 
critical regulator of ATGL expression and lipolysis and thereby controls obesity and metabolic 
syndrome. 
 
[47] Nicoletti CF, Azevedo RG, Pinhel MAS et al. INSIG2 gene polymorphism is associated with 
higher blood pressure and triglyceride levels in Brazilian obese subjects. Nutricion hospitalaria 
2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31144980  
ABSTRACT  
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OBJECTIVE: this study aimed to evaluate the association between polymorphisms of INSIG, 
PCSK9 and FTO genes with anthropometric, biochemical characteristics and presence of 
metabolic syndrome in patients with severe obesity. MATERIAL AND METHODS: the present 
study enrolled 150 patients with grade II or III obesity, who were submitted to nutritional 
assessment, blood pressure measurement and peripheral blood collection. INSIG2 
(rs75666605), PCSK9 (rs505151), and FTO (rs9939609) polymorphisms were genotyped using 
TaqMan Pre-Designed SNP Genotyping Assays probes in real time polymerase chain reaction 
(PCR). The experimental data are processed in SPSS Statistics 22.0 (p < 0.05). RESULTS: in this 
study, 72.2% of obese subjects had metabolic syndrome (MS). There was a higher prevalence of 
AA (86.9%), CG (51.1%) and AT (46.2%) genotypes for the PCSK9, INSIG2 and FTO 
polymorphisms, respectively. There was no association of these polymorphisms with the 
prevalence of MS (p > 0.05). On the other hand, individuals with at least one variant allele (G) 
for the INSIG2 gene had higher triglycerides levels, systolic and diastolic blood pressure (p < 
0.05). CONCLUSIONS: the polymorphism rs7566605 of the INSIG2 gene is associated with higher 
triglycerides levels and blood pressure values, which are also considered as risk factors for the 
development of MS. 
 
[48] Guo W, Gong Y, Li J et al. Association of serum proprotein convertase subtilisin/kexin 
type 9 with early atherosclerosis in newly diagnosed type 2 diabetes mellitus. Nutrition, 
metabolism, and cardiovascular diseases : NMCD 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31133497  
ABSTRACT  
BACKGROUND AND AIM: Proprotein convertase subtilisin/kexin type 9 (PCSK9) is rapidly gaining 
attention as a potential risk of developing atherosclerosis due to its crucial role in the regulation 
of low-density lipoprotein cholesterol (LDL-C) metabolism. The present study investigated the 
relationship between serum PCSK9 levels and early atherosclerosis as assessed by carotid 
intimal-medial thickness (CIMT) and brachial-ankle pulse wave velocity (ba-PWV) in newly 
diagnosed type 2 diabetes mellitus (T2DM). METHODS AND RESULTS: A total of 100 newly 
diagnosed T2DM were enrolled and further divided into the thickened CIMT group (n = 41) and 
the non-thickened CIMT group (n = 59) according to the results of color Doppler 
ultrasonography. Serum PCSK9 levels, CIMT, ba-PWV, and metabolic parameters were 
measured. Patients in the thickened CIMT group had higher serum PCSK9 levels than patients in 
the non-thickened CIMT group (all P < 0.05). CIMT and ba-PWV were both positively correlated 
to serum PCSK9 levels, while serum PCSK9 levels were positively correlated to white blood cell 
count, neutrophil, lymphocyte, and high-sensitivity C-reactive protein (P < 0.05). Multiple linear 
regression indicated that serum PCSK9 level was an independent predictor of CIMT (beta = 
0.637, P < 0.001) and ba-PWV (beta = 0.600, P < 0.001). Binary logistic regression analysis 
showed that serum PCSK9 levels were independent risk factors of thickened CIMT [OR = 1.120, 
95%CI (1.041-1.204), P = 0.002]. CONCLUSION: Serum PCSK9 levels are significantly correlated 
with CIMT and ba-PWV, independent of CAD risk factors. Therefore, serum PCSK9 level may 
have the potential to serve as a prescriptive biomarker for early arteriosclerosis in newly 
diagnosed T2DM. 
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[49] Nili-Ahmadabadi A, Akbari Z, Ahmadimoghaddam D, Larki-Harchegani A. The role of 
ghrelin and tumor necrosis factor alpha in diazinon-induced dyslipidemia: insights into energy 
balance regulation. Pesticide biochemistry and physiology 2019; 157:138-142.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31153461  
ABSTRACT  
The evidence shows that organophosphate compounds (OPCs), as toxic agents that stimulate 
the cholinergic system, can increase the incidence of metabolic disorders such as dyslipidemia. 
In the present study, we focused on the role of tumor necrosis factor alpha (TNF-alpha) and 
serum leptin and ghrelin in Diazinon (DZN)-induced dyslipidemia. The rats were randomly 
divided into five groups comprising eight animals, and all were treated via oral gavage for 28 
consecutive days as follows: group one received only corn oil daily, while groups two through 
five received different doses of DZN dissolved in corn oil equal to 1/40, 1/20, 1/10 and 1/5 of 
the LD50 daily, respectively. The alteration of the serum lipid profile, such as triglycerides, high-
density lipoprotein (HDL) and very-low-density lipoprotein (VLDL), was confirmed the 
occurrence of dyslipidemia in the range of doses 1/20-1/5 LD50 of DZN. Although no changes 
were found in the serum leptin levels, a significant increase was observed in the size of 
adipocytes, as well as in the TNF-alpha and ghrelin serum levels, and in the accumulation of 
epididymal fat, especially at a dose of 1/5 LD50 of DZN. It seems that interactions among the 
inflammatory reaction, cholinergic pathways and ghrelin secretion may be effective causes of 
DZN-induced dyslipidemia. 
 
[50] Sivasinprasasn S, Wikan N, Tocharus J et al. Synergistic effects of the capsaicinoid 
nonivamide and rosuvastatin on obesity-related endothelial dysfunction in rat fed a high-fat 
diet. Phytotherapy research : PTR 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31141276  
ABSTRACT  
Capsaicinoid nonivamide (PAVA) and rosuvastatin (RSV) have been shown to exert antioxidant 
and anti-obesity effects in various animal models, but it is unknown whether their combination 
would be an effective treatment for obesity-related endothelial dysfunction. This study aimed 
to investigate the mechanism of PAVA in synergy with RSV. Male Sprague-Dawley rats were 
given a high-fat diet (HFD) or normal diet during a 20-week period. At 16 weeks, rats in each 
diet group were divided into subgroups. Normal diet rats were divided into Normal diet control, 
Normal diet with PAVA, and Normal diet with RSV groups. HFD rats were subdivided into HFD 
control, HFD with PAVA, HFD with RSV, and HFD with PAVA + RSV groups and evaluated for 
metabolic parameters, blood pressure, aortic function, and histological change of the aorta in 
rats. Our results showed the combined therapy had a significantly greater effect than the 
monotherapy in all measured parameters; this was indicated by improvement in insulin 
sensitivity and aortic function, decreased blood pressure, lower oxidative stress, and prevention 
of vascular damage. The synergistic effect of the PAVA and RSV can protect HFD-induced 
obesity-related endothelial dysfunction, suggesting that the combination of PAVA and RSV 
could be an effective alternative treatment for obesity-related complications in patients with 
cardiovascular disease. 
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[51] Argamany JR, Lee GC, Duhon BD et al. A possible association between statin use and 
improved Clostridioides difficile infection mortality in veterans. PloS one 2019; 14:e0217423.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31136602  
ABSTRACT  
Clostridioides difficile infection (CDI) is the most common cause of nosocomial diarrhea and 
places a significant burden on patients and the health care system. Statins could lead to 
improvements in CDI clinical response due their pleiotropic effects, including 
immunomodulatory and lipid-lowering effects; however, few studies have assessed this 
association. The primary objective of this study was to compare CDI health outcomes in statin 
users and non-users in a national cohort of patients. This was a retrospective cohort study of all 
adult CDI patients receiving care from the Veterans Health Administration from 2002 to 2014. 
Patients were divided into two groups based on statin exposure 90 days prior to and during 
their first CDI encounter. CDI health outcomes, including mortality and CDI recurrence, were 
compared using a propensity-score matched cohort of statin users and non-users and 
multivariable logistic regression. A total of 26,149 patients met study inclusion criteria, of which 
173 statins-users and 173 non-users were propensity score matched. Thirty-day mortality was 
significantly lower among statins users with CDI (12.7%) compared to non-users (20.2%) (aOR 
0.34; 95% CI 0.16-0.72). Sixty-day CDI recurrence was non-significantly lower among statin-
users (9.0%) compared to non-users (16.6%) (aOR 0.68; 95% CI 0.29-1.59). In this nationally-
representative study of veterans with CDI, statin use was associated with lower 30-day 
mortality compared to non-use. Statin use was not associated with 60-day CDI recurrence. 
 
[52] Salter AM. Are current dietary guidelines relevant to subjects on cholesterol-lowering 
drugs? The Proceedings of the Nutrition Society 2019:1-7.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31133081  
ABSTRACT  
The present paper reviews the evidence as to whether patients on lipid-lowering drugs should 
restrict dietary SFA intake. Premature mortality from atherosclerotic CVD has fallen 
dramatically in many high-income countries. This appears to be due to a combination of 
improved treatment following a cardiovascular event and reduced risk factors, including LDL-
cholesterol. Whether this reduction is due to changes in dietary habits, or the increasing 
availability of highly potent cholesterol-reducing drugs remains to be firmly established. While 
reducing dietary SFA intake has been the cornerstone of public health nutrition policy for 
several decades, the efficacy of such dietary changes has been challenged in recent years. 
While there remains a lack of consensus in the literature, there is an emerging view that dietary 
advice should be specifically modified to emphasise replacing SFA with PUFA in the diet rather 
than carbohydrate. The advice to moderate dietary SFA intake given to the general population 
is usually also given to those individuals at high risk of CVD who are prescribed lipid-lowering 
drugs. There is limited evidence to suggest that any potential benefit of such a diet on LDL-
cholesterol may be offset by a concurrent decrease in HDL-cholesterol. However, as diets rich in 
SFA are frequently energy-dense, and rich in red and processed meat (potential risk factors for 
CVD in themselves), it would seem prudent to continue to advise patients on lipid-lowering 
drugs to maintain a low-fat diet. 
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[53] Sanchez-Tejerina San Jose D, Ostos-Moliz F, Toldos-Gonzalez O et al. [Toxic myopathy 
associated with concomitant treatment with atorvastatin and colchicine]. Revista de 
neurologia 2019; 68:488-489.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31132138  
ABSTRACT  
 
[54] Hu F, Warren J, Exeter DJ. Geography and patient history in long-term lipid lowering 
medication adherence for primary prevention of cardiovascular disease. Spatial and spatio-
temporal epidemiology 2019; 29:13-29.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31128622  
ABSTRACT  
In order to determine the role of geographical and patient history factors in long-term 
medication adherence in cardiovascular disease (CVD), we analysed adherence to lipid-lowering 
therapy in a primary care cohort based on CVD decision support and linked health systems and 
census data from Auckland, New Zealand. Two-year adherence was examined for 10,410 
patients aged between 30 and 74 with neither diabetes nor a history of CVD. Using logistic 
regression we found significant variation in adherence by age, ethnicity and being a new 
therapy user, and in 9 of 86 geographic zones. A large low-adherence 'cold-spot' of 13 
contiguous geographic zones was detected through local Getis-Ord Gi* analysis. A set of 42 
models to predict adherence was formulated on sets of demographic, geographic and refill 
history factors. We observed prediction ability to be improved by addition of refill history but 
not geographical variables, and boosted regression tree (BRT) models outperformed logistic 
regression. 
 
[55] Warden BA, Fazio S, Shapiro MD. The PCSK9 revolution: Current status, controversies, and 
future directions. Trends in cardiovascular medicine 2019.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31151804  
ABSTRACT  
Proprotein Convertase Subtilisin/Kexin Type 9 (PCSK9) has revolutionized our understanding of 
cholesterol homeostasis and added to our arsenal against atherosclerotic cardiovascular 
disease (ASCVD). In a span of approximately 15 years, PCSK9 has morphed from an esoteric and 
rare cause of familial hypercholesterolemia (FH) into the most efficient cholesterol-lowering 
target ever known, with the completion of two large scale cardiovascular outcome trials 
showing positive results. Current Food and Drug Administration (FDA) approved modalities to 
inhibit PCSK9 are in the form of monoclonal antibodies which display an unparalleled degree of 
low-density lipoprotein cholesterol (LDL-C) lowering and expand upon the notion that lower 
LDL-C is better for ASCVD risk reduction. However, the accelerated pace of discovery and 
therapeutic development has left large gaps in our knowledge regarding the physiology and 
function of PCSK9. The aim of this review is to provide context to the discovery, history, 
treatment and current status of PCSK9 and its therapeutic inhibitors and highlight areas of 
controversy and future directions. 
 
[56] Jialal I, Singh G. Management of diabetic dyslipidemia: An update. World journal of 
diabetes 2019; 10:280-290.  
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PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31139315  
ABSTRACT  
Diabetic dyslipidemia is a cluster of lipoprotein abnormalities characterized by increased 
triglyceride level, decreased high-density lipoprotein-cholesterol levels and increase in small 
dense low-density lipoprotein (LDL) particles. It is extremely common in type 2 diabetes (T2DM) 
affecting around 70 % of patients. Diabetic is a significant risk factor for atherosclerotic 
cardiovascular disease (ASCVD) which is the most common cause of death in the United States 
and LDL-cholesterol is the number 1 predictor of ASCVD events in T2DM. The purpose of this 
review is to discuss the pathophysiology and treatment of diabetic dyslipidemia. In this review, 
we have discussed both non-pharmacological and pharmacological treatment modalities 
including major treatment trials which have impacted the cardiovascular outcomes in patients 
with diabetes. Statin therapy is the mainstay of treatment to reduce ASCVD by decreasing LDL-C 
by 30%-49% or at least 50% depending on risk level. Attractive adjunctive therapies include 
Ezetimibe which is more cost effective and PCSK9 inhibitors which display potent LDL-
cholesterol lowering and ASCVD event reduction. For severe hypertriglyceridemia, to avert the 
risk of pancreatitis, both fish oil and fenofibrate in concert with diet is the best strategy. 
 
[57] Bao HL, Liao FJ, Fang L et al. [Effect and mechanism of PCSK9 on lectin-like oxidized low-
density lipoprotein receptor-1 mediated oxidized low-density lipoprotein uptake by THP-1 
derived macrophages]. Zhonghua xin xue guan bing za zhi 2019; 47:367-373.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31142080  
ABSTRACT  
Objective: To investigate the effect and mechanism of proprotein convertase subtilisin type 9 
(PCSK9) on lectin-like oxidized low-density lipoprotein receptor-1 (LOX-1) mediated oxidized 
low-density lipoprotein (ox-LDL) uptake by mononuclear macrophage (THP-1) derived 
macrophages. Methods: THP-1 monocyte was incubated with PMA for 48 hours to induce the 
differentiation into macrophages. Macrophages were pretreated with human recombinant 
PCSK9 protein for 1 hour and incubated with ox-LDL for 24 hours to induce foam cells. Oil red O 
staining was used to observe the accumulation of lipid in the control group (foam cells) and 
groups treated with different concentrations of recombinant PCSK9 protein, and the 
intracellular cholesterol content was measured by enzyme method, and mRNA and protein 
expressions of LOX-1 were detected by real-time PCR and Western blot. The uptake of Dil-
labeled oxidized low density lipoprotein (Dil-ox-LDL) was observed by fluorescence microscopy 
in control group (macrophage), PCSK9 protein treated group and PCSK9 protein plus anti-LOX-1 
antibody and IgG antibody treated group. mRNA and protein expression of toll-like receptor 4 
(TLR4), nuclear factor-kappa B (NF-kappaB), cyclooxygenase-2 (COX-2) were detected in control 
and PCSK9 protein treated group in the absence and presence of TLR4 inhibitor (TAK-242), NF-
kappaB inhibitor (PDTC). In addition, reactive oxygen species (ROS) production was evaluated in 
the absence or presence of COX-2 inhibitor (NS-398) or reduced nicotinamide adenine 
dinucleotide phosphate (NADPH) oxidase inhibitor (DPI). The mRNA and protein expression of 
LOX-1 in the control group (PCSK9 protein pretreated foam cells) and PCSK9 protein group in 
the absence or presence of TAK-242, PDTC, NS-398 and DPI respectively. Results: (1) The total 
optical density of intracellular lipid droplets, total cholesterol level, cholesterol ester level and 
cholesterol ester/total cholesterol ratio as well as expression of LOX-1 were significantly higher 
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in PCSK9 group than those in control group (all P<0.05). (2) The fluorescence intensity of Dil-ox-
LDL was significantly higher in PCSK9 group and PCSK9+IgG antibody group than in the control 
group (all P<0.05). The fluorescence intensity was significantly lower in PCSK9+anti-LOX-1 
antibody group than in PCSK9 group and PCSK9+IgG antibody group (all P<0.05). (3) The 
expressions of TLR4, NF-kappaB and COX-2 were significantly higher in PCSK9 group than in 
control group (all P<0.05). The expressions of TLR4, NF-kappaB and COX-2 were significantly 
lower in PCSK9+TAK-242 group and PCSK9+PDTC group than in PCSK9 group (all P<0.05). The 
ROS level was significantly higher in PCSK9 group than in the control group (P<0.05). The ROS 
levels were significantly lower in PCSK9+NS-398 and PCSK9+DPI groups than in PCSK9 group (all 
P<0.05). (4) The expressions of LOX-1 mRNA and protein were lower in respective PCSK9 
protein plus TAK-242, PDTC, NS-398 or DPI group than in PCSK9 protein alone (all P<0.05). 
Conclusion: PCSK9 may regulate LOX-1 mediated ox-LDL uptake by the THP-1 derived 
macrophage via TLR4/NF-kappaB/COX-2/ROS pathway. 
 
[58] Li JJ. [A new vision of lipid-lowering therapy: the clinical significance of lipoprotein(a) 
deserves special attention]. Zhonghua xin xue guan bing za zhi 2019; 47:347-350.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31142077  
ABSTRACT  
 
[59] Han Y, Yang CK, Gao CY et al. [Association between Lipoprotein(a) and the characteristics 
of left main coronary artery plaque in patients with stable angina pectoris]. Zhonghua yi xue 
za zhi 2019; 99:1490-1493.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=31137140  
ABSTRACT  
Objective: To investigate the relationship between Lipoprotein (LP) (a) level and the 
characteristics of tissue components of left main coronary artery (LMCA) plaque. Methods: A 
total of 102 patients with stable angina pectoris who underwent percutaneous coronary 
intervention (PCI) in the People's Hospital of Henan Province from June 2010 to October 2016 
were included. We performed intravascular ultrasound-virtual histology (IVUS-VH) to their 
LMCAs and evaluated the tissue characteristics, and the blood level of total cholesterol (TC), 
triacylglycerol (TG), low density lipoprotein cholesterol (LDL-C), high density lipoprotein 
cholesterol (HDL-C), ApoB, ApoA1, LP(a) were measured. According to the value of their LP(a) 
level they were divided into 2 groups (high LP(a) group (>300 mg/L) (n=35) and low LP(a) group 
(</=300 mg/L) (n=67)), then the relationship between the above lipid values and the tissue 
characteristics of the LMCA plaque in the patients were evaluated. Results: Patients with a high 
LP(a) had a larger percentage of fibrolipid volume and a smaller percentage fibrous volume 
compared to patients with a normal LP(a) (25%+/-5% vs 13%+/-6%, P<0.01 and 50%+/-8% vs 
61%+/-9%, P<0.01). Using multivariate linear regression analysis after adjustment for the 
above-mentioned confounding factors, LP(a) had a significantly positive correlation with 
fibrolipid volume percentage (r=0.645, beta=0.29, P<0.01), and had a negative correlation with 
fibrous volume percentage (r=-0.467, beta=-0.32,P<0.01), suggesting that the LP(a) was 
associated with the vulnerability of the LMCA plaque. Conclusion: For the patients with stable 
angina pectoris, the LP(a) has a significantly positive correlation with the percentage of 



Literature update week 22 (2019) 
 

fibrolipid volume and a negative correlation with the percentage of fibrous volume, suggesting 
that the LP(a) could predict the vulnerability of the LMCA plaque. 
 


