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[1] Companys J, Pla-Paga L, Calderon-Perez L et al. Fermented Dairy Products, Probiotic 
Supplementation, and Cardiometabolic Diseases: A Systematic Review and Meta-
analysis. Advances in nutrition (Bethesda, Md.) 2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32277831  
ABSTRACT  
Fermented dairy foods (FDFs) and probiotics are promising tools for the prevention and 
management of cardiometabolic diseases (CMDs), respectively. The relation between the 
regular consumption of FDFs and CMD risk factors was assessed by prospective cohort 
studies (PCSs), and the effect of probiotic supplementation added into a dairy matrix on CMD 
parameters was evaluated by randomized controlled trials (RCTs). Moreover, the effects of 
probiotic supplementation added into a dairy matrix were compared with those administered in 
capsule/powder form. Twenty PCSs and 52 RCTs met the inclusion criteria for the systematic 
review and meta-analysis. In PCSs, fermented milk was associated with a 4% reduction in risk 
of stroke, ischemic heart disease, and cardiovascular mortality [RR (95% CI); 0.96 (0.94, 
0.98)]; yogurt intake was associated with a risk reduction of 27% [RR (95% CI); 0.73 (0.70, 
0.76)] for type 2 diabetes (T2D) and 20% [RR (95% CI); 0.80 (0.74, 0.87)] for metabolic 
syndrome development. In RCTs, probiotic supplementation added into dairy matrices 
produced a greater reduction in lipid biomarkers than when added into capsules/powder in 
hypercholesterolemic subjects, and probiotic supplementation by capsules/powder produced a 
greater reduction in T2D biomarkers than when added into dairy matrices in diabetic subjects. 
Both treatments (dairy matrix and capsules/powder) resulted in a significant reduction in 
anthropometric parameters in obese subjects. In summary, fermented milk consumption is 
associated with reduced cardiovascular risk, while yogurt intake is associated with a reduced 
risk of T2D and metabolic syndrome development in the general population. Furthermore, 
probiotic supplementation added into dairy matrices could be considered beneficial for 
lowering lipid concentrations and reducing anthropometric parameters. Additionally, probiotic 
capsule/powder supplementation could contribute to T2D management and reduce 
anthropometric parameters. However, these results should be interpreted with caution due to 
the heterogeneity of the studies and the different probiotic strains used in the studies. This trial 
is registered with PROSPERO (CRD42018091791) and the protocol can be accessed at 
http://www.crd.york.ac.uk/PROSPERO/display_record.php?ID=CRD42018091791. 
 
[2] Matsumoto T, Yamashita S, Yoshino S et al. Therapeutic Arteriogenesis/Angiogenesis 
for Peripheral Arterial Disease by Nanoparticle-Mediated Delivery of Pitavastatin into 
Vascular Endothelial Cells. Ann Vasc Dis 2020; 13:4-12.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32273916  
ABSTRACT  
Two decades have passed since therapeutic angiogenesis was proposed to promote 
reparative collateral growth as an alternative therapy for ischemic diseases in patients for 
whom neither surgical revascularization nor endovascular therapy was suitable. When 
therapeutic angiogenesis first began, local administration was conducted using recombinant 
growth factor proteins or gene-encoding growth factors for endothelial cells. Since then, 
autologous stem cells and endothelial progenitor cell transplantation therapy have been 
developed. Although many clinical trials have been performed on patients, most therapies 
have not yet become standard treatments. We have developed a nanoparticle (NP)-mediated, 
drug-targeting delivery system using bioabsorbable poly-lactic/glycolic acid (PLGA) NPs. In 
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several animal models, pitavastatin-incorporated (Pitava)-NPs showed significant therapeutic 
effects on critical limb ischemia. Because PLGA NPs are delivered selectively to vascular 
endothelial cells after intramuscular administration, it is suggested that therapeutic 
angiogenesis/arteriogenesis plays an important role in the mechanism by which Pitava-NPs 
exert beneficial therapeutic effects. To translate this to clinical medicine, we have performed 
studies and produced Pitava-NPs in compliance with good laboratory practice/good 
manufacturing practice regulations, and completed a phase I/II clinical trial, reporting the safety 
and efficacy of Pitava-NP intramuscular injection for patients with critical limb ischemia. This 
review will focus on therapeutic angiogenesis/arteriogenesis for peripheral arterial disease 
induced by Pitava-NPs. 
 
[3] Cammisotto V, Pastori D, Nocella C et al. PCSK9 Regulates Nox2-Mediated Platelet 
Activation via CD36 Receptor in Patients with Atrial Fibrillation. Antioxidants (Basel, 
Switzerland) 2020; 9.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32252393  
ABSTRACT  
BACKGROUND: High levels of proprotein convertase subtilisin/kexin 9 (PCSK9) is predictive 
of cardiovascular events (CVEs) in atrial fibrillation (AF). We hypothesized that PCSK9 may 
directly induce platelet activation (PA). METHODS: We measured platelet aggregation, 
recruitment, Thromboxane B2 (TxB2) formation and soluble P-selectin levels as markers of PA 
and soluble Nox2-derived peptide (sNox2-dp), H2O2, isoprostanes and oxidized Low-Density-
Lipoprotein (oxLDL) to analyze oxidative stress (OS) in 88 patients having PCSK9 values < (n 
= 44) or > (n = 44) 1.2 ng/mL, balanced for age, sex and cardiovascular risk factors. 
Furthermore, we investigated if normal (n = 5) platelets incubated with PCSK9 (1.0-2.0 ng/mL) 
alone or with LDL (50 microg/mL) displayed changes of PA, OS and down-stream signaling. 
RESULTS: PA and OS markers were significantly higher in patients with PCSK9 levels > 1.2 
ng/mL compared to those with values < 1.2 ng/mL (p < 0.001). Levels of PCSK9 significantly 
correlated with markers of PA and OS. Platelets incubation with PCSK9 increased PA, OS and 
p38, p47 and Phospholipase A2 (PLA2) phosphorylation. These changes were amplified by 
adding LDL and blunted by CD36 or Nox2 inhibitors. Co-immunoprecipitation analysis revealed 
an immune complex of PCSK9 with CD36. CONCLUSIONS: We provide the first evidence that 
PCSK9, at concentration found in the circulation of AF patients, directly interacts with platelets 
via CD36 receptor and activating Nox2: this effect is amplified in presence of LDL. 
 
[4] Sun C, Fu Y, Gu X et al. Macrophage-Enriched lncRNA RAPIA: A Novel Therapeutic 
Target for Atherosclerosis. Arteriosclerosis, thrombosis, and vascular biology 
2020:Atvbaha119313749.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32268789  
ABSTRACT  
OBJECTIVE: Despite the current antiatherosclerotic and antithrombotic therapies, the 
incidence of advanced atherosclerosis-associated clinical events remains high. Whether long 
noncoding RNAs (lncRNAs) affect the progression of atherosclerosis and whether they are 
potential targets for the treatment of advanced atherosclerosis are poorly understood. 
Approach and Results: The progression of atherosclerotic lesions was accompanied by 
dynamic alterations in lncRNA expression, as revealed by RNA sequencing and quantitative 
polymerase chain reaction. Among the dynamically changing lncRNAs, we identified a novel 
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lncRNA, lncRNA Associated with the Progression and Intervention of Atherosclerosis (RAPIA), 
that was highly expressed in advanced atherosclerotic lesions and in macrophages. Inhibition 
of RAPIA in vivo not only repressed the progression of atherosclerosis but also exerted 
atheroprotective effects similar to those of atorvastatin on advanced atherosclerotic plaques 
that had already formed. In vitro assays demonstrated that RAPIA promoted proliferation and 
reduced apoptosis of macrophages. A molecular sponge interaction between RAPIA and 
microRNA-183-5p was demonstrated by dual-luciferase reporter and RNA immunoprecipitation 
assays. Rescue assays indicated that RAPIA functioned at least in part by targeting the 
microRNA-183-5p/ITGB1 (integrin beta1) pathway in macrophages. In addition, the 
transcription factor FoxO1 (forkhead box O1) could bind to the RAPIA promoter region and 
facilitate the expression of RAPIA. CONCLUSIONS: The progression of atherosclerotic lesions 
was accompanied by dynamic changes in the expression of lncRNAs. Inhibition of the pivotal 
lncRNA RAPIA may be a novel preventive and therapeutic strategy for advanced 
atherosclerosis, especially in patients resistant or intolerant to statins. 
 
[5] Binder CJ, Boren J, Catapano AL et al. The year 2019 in Atherosclerosis. Atherosclerosis 
2020; 299:67-75.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32248950  
ABSTRACT  
 
[6] Ivanov DO, Evsyukova, II, Mazzoccoli G et al. The Role of Prenatal Melatonin in the 
Regulation of Childhood Obesity. Biology 2020; 9.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32260529  
ABSTRACT  
There is a growing awareness that pregnancy can set the foundations for an array of diverse 
medical conditions in the offspring, including obesity. A wide assortment of factors, including 
genetic, epigenetic, lifestyle, and diet can influence foetal outcomes. This article reviews the 
role of melatonin in the prenatal modulation of offspring obesity. A growing number of studies 
show that many prenatal risk factors for poor foetal metabolic outcomes, including gestational 
diabetes and night-shift work, are associated with a decrease in pineal gland-derived 
melatonin and associated alterations in the circadian rhythm. An important aspect of circadian 
melatonin's effects is mediated via the circadian gene, BMAL1, including in the regulation of 
mitochondrial metabolism and the mitochondrial melatoninergic pathway. Alterations in the 
regulation of mitochondrial metabolic shifts between glycolysis and oxidative phosphorylation 
in immune and glia cells seem crucial to a host of human medical conditions, including in the 
development of obesity and the association of obesity with the risk of other medical conditions. 
The gut microbiome is another important hub in the pathoetiology and pathophysiology of 
many medical conditions, with negative consequences mediated by a decrease in the short-
chain fatty acid, butyrate. The effects of butyrate are partly mediated via an increase in the 
melatoninergic pathway, indicating interactions of the gut microbiome with melatonin. Some of 
the effects of melatonin seem mediated via the alpha 7 nicotinic receptor, whilst both melatonin 
and butyrate may regulate obesity through the opioidergic system. Oxytocin, a recently 
recognized inhibitor of obesity, may also be acting via the opioidergic system. The early 
developmental regulation of these processes and factors by melatonin are crucial to the 
development of obesity and many diverse comorbidities. 
 



Literature update week 15 (2020) 

[7] Ali H. SCUBE2, vascular endothelium, and vascular complications: A systematic 
review. Biomedicine & pharmacotherapy = Biomedecine & pharmacotherapie 2020; 
127:110129.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32278240  
ABSTRACT  
The vascular endothelium plays a vital role in regulating normal vascular function. Endothelial 
lining maintains the balance of thrombolytic and fibrinolytic microenvironment in the 
vasculature. Alterations of vascular endothelium referred to as endothelial dysfunction, caused 
the pathological changes in vessel wall such activation of proinflammatory and procoagulatory 
that initiate atherosclerosis. The concept that endothelial dysfunction plays a critical role in the 
initiation of atherosclerosis due to vascular inflammation gained tremendous attention. 
Diabetes mellitus is a metabolic-related disease that caused high mortality and morbidity, 
leading to its cardiovascular complication over the past decade. Atherosclerosis is the leading 
cardiovascular complication in diabetes mellitus. Despite metabolic and glycemic control, 
atherosclerotic plaque progression remains an enormous problem in diabetes mellitus 
complications. Thus, new inroads therapeutic approach in preventing complications that 
induced inflammation in endothelial cells could help prevent the disease progression. Signal 
peptide-CUB-EGF like domain-containing protein 2 (SCUBE2) expressed in vascular 
endothelium and reported to involve in inflammation. A recent study reported an increased 
SCUBE2 expression in diabetes mellitus and correlated with high expression of endothelin-1 
(ET-1), a proinflammatory endothelial cell-derived peptide. Moreover, this gene showed to 
increase during atherosclerosis development. The present systematic review will summarize 
the involvement of SCUBE2 in vascular endothelium function changes and vascular 
complication, particularly in diabetes mellitus and atherosclerosis. 
 
[8] Almalki HH, Alshibani TM, Alhifany AA, Almohammed OA. Comparative efficacy of 
statins, metformin, spironolactone and combined oral contraceptives in reducing 
testosterone levels in women with polycystic ovary syndrome: a network meta-analysis 
of randomized clinical trials. BMC women's health 2020; 20:68.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32248801  
ABSTRACT  
BACKGROUND: Polycystic ovary syndrome (PCOS) is an endocrine disorder affecting about 
10% of women in reproductive age and associated with a variety of hormonal abnormalities, 
including hyperandrogenemia and infertility, all of which could lead to PCOS. Statins were 
previously introduced as a therapeutic option for reducing testosterone levels in women with 
PCOS, either alone or in combination. The aim of this study is to evaluate the effectiveness of 
different statins alone or in combination with metformin in reducing testosterone levels in 
women with PCOS. METHODS: Medline, Embase, and clinicaltrials.gov were searched for 
studies that investigated the efficacy of statins, metformin, spironolactone, or combined oral 
contraceptives (COCs), individually or in combination, in reducing the testosterone level in 
patients with PCOS. The search was limited to randomized clinical trials and conducted 
according to the preferred reporting items for systematic reviews and meta-analyses - 
extension statement for network meta-analyses (PRISMA-NMA). The quality of included 
studies was assessed using the Cochrane Collaboration risk of bias (RoB) assessment tool. A 
frequentist network meta-analysis using random-effects models was used to assess the 
efficacy in reducing testosterone level and were expressed as odds ratios (OR) and 95% 
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credible interval (95%Crl). All statistical analyses were performed using netmeta Version 1.0 
on R statistical package. RESULT: Nine RCTs involving 613 patients were included. 
Atorvastatin showed greater reduction in testosterone level compared to COC (MD -2.78, 
95%CrI -3.60, -1.97), spironolactone plus metformin (MD -2.83, 95%CrI -3.80, -1.87), 
simvastatin (MD -2.88, 95%CrI -3.85, -1.92), spironolactone (MD -2.90, 95%CI -3.77, -2.02), 
simvastatin plus metformin (MD -2.93, 95%CrI -3.79, -2.06), metformin (MD -2.97, 95%CrI -
3.69, -2.25), lifestyle modification (MD -3.02, 95%CrI -3.87, -2.18), and placebo (MD -3.04, 
95%CrI -3.56, -2.53). CONCLUSION: Atorvastatin was found to be more effective than the 
other management strategies in reducing the total testosterone level for patients with PCOS. 
Future studies should focus on the optimal dose. 
 
[9] Facciorusso A, Abd El Aziz MA, Singh S et al. Statin Use Decreases the Incidence of 
Hepatocellular Carcinoma: An Updated Meta-Analysis. Cancers 2020; 12.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32260179  
ABSTRACT  
Statins can decrease hepatocellular carcinoma (HCC) occurrence, but the magnitude and the 
predictors of these effects remain unclear. This meta-analysis provides a pooled estimate of 
the impact of statin use on HCC occurrence. Pooled effects were calculated using a random-
effects model by means of the DerSimonian and Laird test. Primary endpoint was the time-
dependent correlation between statin use and HCC incidence expressed as hazard ratio (HR), 
both crude and adjusted. The crude and adjusted odds ratios (OR) for HCC occurrence 
between statin users and non-users were analyzed. Twenty-five studies with 1,925,964 
patients were included. Crude OR for HCC incidence was 0.59 (95% CI: 0.47-0.74), confirmed 
in adjusted analysis (OR: 0.74, 95% CI: 0.70-0.78). Adjusted HR was 0.73 (95% CI: 0.69-
0.76). This effect was more pronounced in HBV patients (HR: 0.46, 95% CI: 0.36-0.60) and 
with a cumulative daily dose beyond 365 (HR: 0.27, 95% CI: 0.11-0.67). Lipophilic statins were 
associated with reduced HCC incidence (HR: 0.49, 95% CI: 0.39-0.62). Atorvastatin 
determined the greater magnitude of effect (HR: 0.43, 95% CI: 0.28-0.65). This meta-analysis 
demonstrates the beneficial chemopreventive effect of statins against HCC occurrence. This 
effect is dose-dependent and more pronounced with lipophilic statins. 
 
[10] Spigoni V, Fantuzzi F, Carubbi C et al. Sodium-glucose cotransporter 2 inhibitors 
antagonize lipotoxicity in human myeloid angiogenic cells and ADP-dependent 
activation in human platelets: potential relevance to prevention of cardiovascular 
events. Cardiovascular diabetology 2020; 19:46.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32264868  
ABSTRACT  
BACKGROUND: The clear evidence of cardiovascular benefits in cardiovascular outcome 
trials of sodium-glucose cotransporter 2 inhibitors (SGLT2i) in type 2 diabetes might suggest 
an effect on atherosclerotic plaque vulnerability and/or thrombosis, in which myeloid 
angiogenic cells (MAC) and platelets (PLT) are implicated. We tested the effects of SGLT2i on 
inflammation and oxidant stress in a model of stearic acid (SA)-induced lipotoxicity in MAC and 
on PLT activation. The possible involvement of the Na(+)/H(+) exchanger (NHE) was also 
explored. METHOD: MAC and PLT were isolated from peripheral blood of healthy subjects and 
incubated with/without SGLT2i [empagliflozin (EMPA) and dapagliflozin (DAPA) 1-100 muM] to 
assess their effects on SA (100 muM)-induced readouts of inflammation, oxidant stress and 
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apoptosis in MAC and on expression of PLT activation markers by flow-cytometry after ADP-
stimulation. Potential NHE involvement was tested with amiloride (aspecific NHE inhibitor) or 
cariporide (NHE1 inhibitor). Differences among culture conditions were identified using one-
way ANOVA or Friedman test. RESULTS: NHE isoforms (1,5-9), but not SGLT2 expression, 
were expressed in MAC and PLT. EMPA and DAPA (100 muM) significantly reduced SA-
induced inflammation (IL1beta, TNFalpha, MCP1), oxidant stress (SOD2, TXN, HO1), but not 
apoptosis in MAC. EMPA and DAPA (both 1 muM) reduced PLT activation (CD62p and PAC1 
expression). SGLT2i effects were mimicked by amiloride, and only partially by cariporide, in 
MAC, and by both inhibitors in PLT. CONCLUSIONS: EMPA and DAPA ameliorated lipotoxic 
damage in stearate-treated MAC, and reduced ADP-stimulated PLT activation, potentially via 
NHE-inhibition, thereby pointing to plaque stabilization and/or thrombosis inhibition as potential 
mechanism(s) involved in SGLT2i-mediated cardiovascular protection. 
 
[11] Wang ST, Huang SW, Liu KT et al. Atorvastatin-induced senescence of hepatocellular 
carcinoma is mediated by downregulation of hTERT through the suppression of the IL-
6/STAT3 pathway. Cell Death Discov 2020; 6:17.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32257389  
ABSTRACT  
Hepatocellular carcinoma (HCC), a hepatic malignancy, has a poor prognosis and contributes 
to cancer-related death worldwide. Cellular senescence is an anticancer therapeutic strategy 
that causes irreversible cell cycle arrest and enables immune-mediated clearance of cancer 
cells. Atorvastatin, an HMG-CoA reductase inhibitor, has been shown to inhibit tumor growth 
and induce apoptosis or autophagy in malignant tumors. However, whether atorvastatin can 
induce HCC cell senescence and the mechanisms involved are poorly understood. The effects 
of atorvastatin-induced senescence were examined in both HCC cells and mouse xenograft 
models. The phenomenon and mechanism of senescence were examined by cell cycle 
analysis, senescence-associated beta-galactosidase (SA-beta-gal) staining and western 
blotting in HCC cells, and HCC tissues from mice were analyzed by immunohistochemical 
(IHC) staining. We demonstrated that atorvastatin induced cell growth inhibition and G0/G1 
phase cell cycle arrest, leading to senescence in HCC cells. Atorvastatin-induced senescence 
was independent of p53, p14, and p16, and atorvastatin not only decreased the secretion of IL-
6, a major senescence-associated secretory phenotype (SASP) factor, and the 
phosphorylation of STAT3 but also inhibited the expression of hTERT, a catalytic subunit of 
telomerase. Supplementation with exogenous IL-6 reversed both atorvastatin-induced 
suppression of STAT3 phosphorylation and hTERT expression and atorvastatin-induced 
senescence. Overexpression of constitutively activated STAT3 rescued HCC cells from 
atorvastatin-induced hTERT suppression and senescence. Moreover, atorvastatin decreased 
tumor growth in mouse xenograft models. Consistent with these results, atorvastatin 
decreased the IL-6, p-STAT3, and hTERT levels and increased beta-gal expression in tumor 
sections. Taken together, these data indicate that atorvastatin can induce atypical cellular 
senescence in HCC cells to inhibit tumor growth, an effect mediated by downregulation of 
hTERT through suppression of the IL-6/STAT3 pathway. 
 
[12] Virani SS, Smith SC, Jr., Stone NJ, Grundy SM. Secondary Prevention for 
Atherosclerotic Cardiovascular Disease: Comparing Recent US and European 
Guidelines on Dyslipidemia. Circulation 2020; 141:1121-1123.  
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PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32250694  
ABSTRACT  
 
[13] Yuan H, Wang D, Zhang Y, Geng J. Atorvastatin attenuates vascular remodelling in 
spontaneously hypertensive rats via the protein kinase D/extracellular signal-regulated 
kinase 5 pathway. Clinical and experimental pharmacology & physiology 2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32259311  
ABSTRACT  
The present study was conducted to determine whether atorvastatin reduces hypertension-
induced vascular remodelling and whether its effects involve protein kinase D (PKD) and 
extracellular signal-regulated kinase 5 (ERK5). We used 16-week-old spontaneously 
hypertensive rats (SHRs) and age-matched Wistar-Kyoto (WKY) rats. The blood pressure and 
serum lipid concentration were measured. Changes in the vascular morphology and histology 
were examined using H&E, Masson(') s trichrome, and Sirius Red staining. The media 
thickness (MT), ratio of MT to lumen diameter (LD) (MT/LD), collagen volume fraction (CVF) 
and hydroxyproline content were measured to evaluate vascular remodelling. Atorvastatin (50 
mg/kg/day) was administered for 8 weeks. Increased blood pressure and vascular remodelling 
were more prominent in SHRs than in WKY rats. SHRs also had elevated PKD and ERK5 
activation. The systolic blood pressure, MT/LD ratio, and hydroxyproline content were 
positively correlated with the activation level of PKD and ERK5 in SHRs. Atorvastatin 
significantly attenuated the activation of PKD and ERK5. Overall, this study demonstrated that 
atorvastatin could reverse vascular remodelling in SHRs. The PKD/ERK5 signalling pathway 
might be important for elucidating the beneficial pleiotropic effects of atorvastatin on vascular 
remodelling. 
 
[14] Hamal S, Cherukuri L, Shaikh K et al. Effect of semaglutide on coronary 
atherosclerosis progression in patients with type II diabetes: rationale and design of the 
semaglutide treatment on coronary progression trial. Coronary artery disease 2020; 
31:306-314.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32271261  
ABSTRACT  
BACKGROUND: Cardiovascular morbidity and mortality are a major burden in patients with 
type 2 diabetic mellitus. In a landmark study, semaglutide (an injectable glucagon like peptide-
1 receptor agonist) has been shown to significantly reduce cardiovascular events, however, 
the mechanism of benefit is still unknown. The primary hypothesis of our current study is to 
assess the effect of semaglutide to reduce progression of noncalcified coronary atherosclerotic 
plaque volume as measured by serial coronary CTA as compared to placebo in persons with 
diabetes over 1 year. METHODS: One hundred forty patients will be enrolled after signing 
informed consent and followed up for 12 months and with a phone call 30 days after medical 
discontinuation. All the participants will undergo coronary artery calcium scoring and coronary 
computed tomography angiography at our center at baseline and 12 months. Eligible 
participants will be randomly assigned to semaglutide 2 mg/1.5 ml (1.34 mg/ml) prefilled pen 
for subcutaneous (SC) injection or placebo 1.5 ml, pen-injector for SC injection in a 1:1 fashion 
as add-on to their standard of care. RESULTS: As of July 2019, the study was approximately 
30% enrolled with an estimated enrollment completion by first quarter of 2020 and end of study 
by first quarter 2021. Thirty patients were enrolled as of 23 July 2019. Preliminary data of 
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demographics and clinical characteristics were summarized. CONCLUSION: Our current study 
will provide important imaging-derived data that may add relevance to the clinically derived 
outcomes from liraglutide effect and action in diabetes: evaluation of cardiovascular outcome 
results and semaglutide and cardiovascular outcomes in patients with type 2 diabetic mellitus 6 
trials. 
 
[15] Tanaka S, Couret D, Tran-Dinh A et al. High-density lipoproteins during sepsis: from 
bench to bedside. Crit Care 2020; 24:134.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32264946  
ABSTRACT  
High-density lipoproteins (HDLs) represent a family of particle characterized by the presence 
of apolipoprotein A-I (apoA-I) and by their ability to transport cholesterol from peripheral 
tissues back to the liver conferring them a cardioprotective function. HDLs also display 
pleiotropic properties including antioxidant, anti-apoptotic, anti-thrombotic, anti-inflammatory, 
or anti-infectious functions. Clinical data demonstrate that HDL cholesterol levels decrease 
rapidly during sepsis and that these low levels are correlated with morbi-mortality. 
Experimental studies emphasized notable structural and functional modifications of HDL 
particles in inflammatory states, including sepsis. Finally, HDL infusion in animal models of 
sepsis improved survival and provided a global endothelial protective effect. These clinical and 
experimental studies reinforce the potential of HDL therapy in human sepsis. In this review, we 
will detail the different effects of HDLs that may be relevant under inflammatory conditions and 
the lipoprotein changes during sepsis and we will discuss the potentiality of HDL therapy in 
sepsis. 
 
[16] Forouzan P, Riahi RR, Cohen PR. Atorvastatin-induced Lichenoid Drug Eruption: A 
Case Report and Review of Statin-associated Cutaneous Adverse Events. Cureus 2020; 
12:e7155.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32257699  
ABSTRACT  
Statin medications [3-hydroxy-3-methylglutaryl coenzyme A (HMG-CoA) reductase inhibitors] 
are generally used to treat hypercholesterolemia. Lichenoid drug eruptions are a potential 
cutaneous side effect of medications including antibiotics, antimalarials, and statins. This drug 
eruption can mimic features of idiopathic lichen planus in clinical presentation and pathology. 
We describe the case of a 73-year-old man who developed a lichenoid drug eruption 
secondary to atorvastatin. His clinical features, in addition to histological findings, helped to 
establish the diagnosis. The cutaneous eruption resolved one month after the cessation of 
atorvastatin and with corticosteroid therapy. Statins have been associated with adverse events 
including bullous dermatosis, eosinophilic fasciitis, lichenoid drug eruption, and phototoxicity. 
Lichenoid drug eruption associated with statin therapy requires discontinuation of the statin 
medication; an alternative class of medication for the treatment of hypercholesterolemia is 
usually necessary. 
 
[17] Amini Y, Saif N, Greer C et al. The Role of Nutrition in Individualized Alzheimer's Risk 
Reduction. Current nutrition reports 2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32277428  
ABSTRACT  
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PURPOSE OF REVIEW: Decades of research suggests nutritional interventions can be an 
effective tool for reducing risk of Alzheimer's disease (AD), especially as part of an 
individualized clinical management plan. This review aims to emphasize new findings 
examining how specific dietary changes may delay or possibly prevent AD onset, and highlight 
how interventions can be adopted in clinical practice based on emerging principles of precision 
medicine. RECENT FINDINGS: Specific dietary patterns and varied nutrient combinations can 
have a protective effect on brain health, promote cognitive function, and mediate the 
comorbidity of chronic conditions associated with increased AD risk. Individuals at risk for AD 
may see a greater impact of evidence-based dietary changes when initiated earlier in the AD 
spectrum. Depending on individual clinical profiles, incorporation of nutrition strategies is an 
essential component of an AD risk reduction plan in clinical practice. 
 
[18] Habte ML, Melka DS, Degef M et al. Comparison of Lipid Profile, Liver Enzymes, 
Creatine Kinase and Lactate Dehydrogenase Among Type II Diabetes Mellitus Patients 
on Statin Therapy. Diabetes, metabolic syndrome and obesity : targets and therapy 2020; 
13:763-773.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32256093  
ABSTRACT  
Background: Diabetes mellitus (DM) is an epidemic disease affecting millions worldwide; the 
majority being type 2 diabetes mellitus (T2DM). Diabetes mellitus has been shown to be an 
important risk factor for the development of a variety of cardiovascular diseases, which are 
becoming common in Ethiopia. Consequently, risk-reducing statin therapy is recommended for 
nearly all patients with T2DM at 40 years of age or older regardless of cholesterol level. 
However, some controversies exist regarding its safety. Objective: The aim of this study was to 
assess and compare the levels of lipid profile, liver enzymes, creatine kinase-MB (CK-MB) and 
lactate dehydrogenase (LDH) among T2DM patients on statin therapy. Methodology: A 
hospital-based cross-sectional study was conducted on a total of 100 T2DM patients. The 
study participants were divided into four groups consisting of equal numbers of participants (n 
= 25). Group I, II, and III were T2DM patients who were on statin therapy for 14 days-6 
months, 6-18 months and >18 months, respectively. Group IV consisted of T2DM patients who 
were not on statin therapy. Convenient sampling technique was implemented till the required 
number had been achieved. Sociodemographic data was collected by using a standardized 
questionnaire. Fasting blood was collected and lipid profile, liver enzymes, CK-MB, LDH and 
fasting blood sugar were analyzed. Data was entered using epi-data and analyzed by one way 
ANOVA followed by Tukey post hoc multiple comparison tests using SPSS V. 20.00. A P-value 
< 0.05 was considered statistically significant. Results: The mean values of total cholesterol 
and TAG were significantly lower among group III as compared to group I (P-values = 0.019 & 
0.01). Similarly, LDL-c was significantly lower among group III as compared to group I (P = 
0.022) and group IV (P = 0.027). Serum liver enzymes, CK-MB and LDH were not significantly 
different among the study groups (P > 0.05). The mean values of alanine aminotransferase 
(ALT) and AST were found within normal range while mean ALP was higher in all study 
groups. Fasting blood glucose value was not significantly different among the study groups, 
but higher than normal cut-off value in all groups. Conclusion: Statin therapy taken for a longer 
time has an effect in lowering total cholesterol, LDL- c and TAG in T2DM patients. Statin 
therapy has not brought significant change on CK-MB, LDH, liver enzymes and other 
parameters among T2DM patients. 
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[19] Yadav M, Schiavone N, Guzman-Aranguez A et al. Atorvastatin-loaded solid lipid 
nanoparticles as eye drops: proposed treatment option for age-related macular 
degeneration (AMD). Drug delivery and translational research 2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32270439  
ABSTRACT  
Statins, widely prescribed for cardiovascular diseases, are also being eyed for management of 
age-related macular degeneration (AMD). Poor bioavailability and blood-aqueous barrier may 
however limit significant ocular concentration of statins following oral administration. We for the 
first time propose and investigate local application of atorvastatin (ATS; representative statin) 
loaded into solid lipid nanoparticles (SLNs), as self-administrable eye drops. Insolubility, 
instability, and high molecular weight > 500 of ATS, and ensuring that SLNs reach posterior 
eye were the challenges to be met. ATS-SLNs, developed (2339/DEL/2014) using suitable 
components, quality-by-design (QBD) approach, and scalable hot high-pressure 
homogenization, were characterized and evaluated comprehensively for ocular suitability. 
ATS-SLNs were 8 and 12 times more bioavailable (AUC) in aqueous and vitreous humor, 
respectively, than free ATS. Three-tier (in vitro, ex vivo, and in vivo) ocular safety, higher 
corneal flux (2.5-fold), and improved stability (13.62 times) including photostability of ATS on 
incorporation in ATS-SLNs were established. Autoclavability and aqueous nature are the other 
highlights of ATS-SLNs. Presence of intact fluorescein-labeled SLNs (F-SLNs) in internal eye 
tissues post-in vivo application as eye drops provides direct evidence of successful delivery. 
Perinuclear fluorescence in ARPE-19 cells confirms the effective uptake of F-SLNs. Prolonged 
residence, up to 7 h, was attributed to the mucus-penetrating nature of ATS-SLNs. Graphical 
abstract. 
 
[20] Richard AJ, White U, Elks CM, Stephens JM. Adipose Tissue: Physiology to Metabolic 
Dysfunction. In: Endotext. Edited by: Feingold KR, Anawalt B, Boyce A et al. South Dartmouth 
(MA): MDText.com, Inc.; 2000. 
[21] Guedeney P, Sorrentino S, Giustino G et al. Indirect Comparison of the Efficacy and 
Safety of Alirocumab and Evolocumab: A Systematic Review and Network Meta-
Analysis. European heart journal. Cardiovascular pharmacotherapy 2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32275743  
ABSTRACT  
AIMS: Although alirocumab and evolocumab have both been associated with improved 
outcomes in patients with dyslipidemia or established atherosclerotic cardiovascular disease, 
data on their respective performances are scarce. This study aimed at providing an indirect 
comparison of the efficacy and safety of alirocumab versus evolocumab. METHODS AND 
RESULTS: We conducted a systematic review and network meta-analysis of randomized trials 
comparing alirocumab or evolocumab to placebo with consistent background lipid lowering 
therapy up to November 2018. We estimated the relative risk and the 95% confidence intervals 
using fixed effect model in a frequentist pairwise and network meta-analytic approach. A total 
of 30 trials, enrolling 59,026 patients were included. Eligibility criteria varied significantly across 
trials evaluating alirocumab and evolocumab. Compared with evolocumab, alirocumab was 
associated with a significant reduction in all-cause death (RR: 0.80; 95%CI: 0.66-0.97) but not 
in cardiovascular death (RR: 0.83; 95%CI: 0.65-1.05). This study did not find any significant 
differences in myocardial infarction (RR: 1.15; 95%CI: 0.99-1.34), stroke (RR: 0.96; 95%CI: 
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0.71-1.28) or coronary revascularization (RR: 1.13; 95%CI: 0.99-1.29) between the two 
agents. Alirocumab was associated with a 27% increased risk of injection site reaction 
compared to evolocumab; however, no significant differences were found in terms of treatment 
discontinuations, systemic allergic reaction, neurocognitive events, ophthalmologic events, or 
new-onset of or worsening of pre-existing diabetes. CONCLUSION: Alirocumab and 
evolocumab share a similar safety profile except for injection site reaction. No significant 
differences were observed across the efficacy endpoints, except for all-cause death, which 
may be related to the heterogeneity of the studied populations treated with the two drugs. 
 
[22] Miyashita M, Hamada Y, Fujihira K et al. Energy replacement diminishes the 
postprandial triglyceride-lowering effect from accumulated walking in older women. 
European journal of nutrition 2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32253543  
ABSTRACT  
PURPOSE: Dietary replacement of an acute exercise-induced energy deficit offsets the 
postprandial triglyceride (TG)-lowering effect of exercise in young boys and middle-aged men. 
It is unclear whether these findings are observed when exercise is accumulated in older adults. 
This study examined the effect of accumulating short bouts of exercise, with and without 
dietary replacement of an exercise-induced energy deficit, on postprandial TG in older women. 
METHODS: Seventeen older women (>/= 65 years) underwent three, 8-h trials: (1) control, (2) 
accumulated walking and (3) accumulated walking with energy replacement. During the control 
trial, participants rested for 8 h. The accumulated walking trials comprised twenty 1.5 min brisk 
walking bouts performed at a pre-determined self-selected pace separated by 15 min seated 
rest. In each trial, participants consumed a standardised breakfast and lunch. The breakfast in 
the accumulated walking with energy replacement trial included replacement of the energy 
deficit (0.62 MJ, 149 kcal) induced by exercise. Venous blood samples were collected fasted 
and at 2, 4, 6 and 8 h after breakfast. RESULTS: Time-averaged postprandial serum TG 
concentrations over 8 h were lower after accumulated walking than control and accumulated 
walking with energy replacement (mean +/- SD: 1.46 +/- 0.93 vs 1.71 +/- 1.01 vs 1.60 +/- 0.98 
mmol/L, respectively: main effect of trial p = 0.017). There was little difference between control 
and accumulated walking with energy replacement. CONCLUSIONS: Replacing the energy 
expenditure induced by accumulating 30 min of brisk walking in short (1.5 min) bouts 
diminishes the postprandial TG-lowering effect in older women. 
 
[23] Mahmood T, Minnier J, Ito MK et al. Discordant responses of plasma low-density 
lipoprotein cholesterol and lipoprotein(a) to alirocumab: A pooled analysis from 10 
ODYSSEY Phase 3 studies. European journal of preventive cardiology 
2020:2047487320915803.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32276577  
ABSTRACT  
 
[24] Gupta B, Liu Y, Chopyk DM et al. Western diet-induced increase in colonic bile acids 
compromises epithelial barrier in nonalcoholic steatohepatitis. FASEB journal : official 
publication of the Federation of American Societies for Experimental Biology 2020; 34:7089-
7102.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32275114  
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ABSTRACT  
There is compelling evidence implicating intestinal permeability in the pathogenesis of 
nonalcoholic steatohepatitis (NASH), but the underlying mechanisms remain poorly 
understood. Here we examined the role of bile acids (BA) in western diet (WD)-induced loss of 
colonic epithelial barrier (CEB) function in mice with a genetic impairment in intestinal epithelial 
barrier function, junctional adhesion molecule A knockout mice, F11r(-/-) . WD-fed knockout 
mice developed severe NASH, which was associated with increased BA concentration in the 
cecum and loss of CEB function. Analysis of cecal BA composition revealed selective 
increases in primary unconjugated BAs in the WD-fed mice, which correlated with increased 
abundance of microbial taxa linked to BA metabolism. In vitro permeability assays revealed 
that chenodeoxycholic acid (CDCA), which was elevated in the cecum of WD-fed mice, 
increased paracellular permeability, while the BA-binding resin sevelamer hydrochloride 
protected against CDCA-induced loss of barrier function. Sequestration of intestinal BAs by in 
vivo delivery of sevelamer to WD-fed knockout mice attenuated colonic mucosal inflammation 
and improved CEB. Sevelamer also reduced hepatic inflammation and fibrosis, and improved 
metabolic derangements associated with NASH. Collectively, these findings highlight a hitherto 
unappreciated role for BAs in WD-induced impairment of the intestinal epithelial barrier in 
NASH. 
 
[25] Lordan R, Redfern S, Tsoupras A, Zabetakis I. Inflammation and cardiovascular 
disease: are marine phospholipids the answer? Food & function 2020; 11:2861-2885.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32270798  
ABSTRACT  
Since the discovery that Greenlandic Innuits had a lower risk of developing cardiovascular 
diseases (CVD) due to their diet of fish and as a consequence high polyunsaturated fatty acids 
(PUFA) intake, scientific interest in the therapeutic value of n-3 PUFA such as 
eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA) has grown. It is well-accepted 
that fish consumption is associated with the prevention of inflammation and CVD. As a result, 
fish oil supplements and nutraceuticals are widely consumed. Conversely, recent meta-
analyses have cast doubt over the benefits n-3 PUFA due to heterogenous outcomes of 
numerous randomized controlled trials. However, the majority of clinical studies conducted 
have used n-3 PUFA supplements in their neutral forms as free fatty acids or bound to 
triacylglycerides (TAG) or ethyl esters. Current research indicates that n-3 PUFA bound to 
polar lipids (PL) such as phospholipids seem to exert differential bioavailability and biological 
effects upon consumption in contrast to neutral forms of n-3 PUFA. In this review, we discuss 
the promising health benefits of marine PL rich in n-3 PUFA that seem to go beyond those of 
neutral n-3 PUFA. However, further intensive research is required to discern the full extent of 
the biological activities of marine n-3 PL and their potential use in functional foods and 
nutraceuticals. 
 
[26] Pescetelli I, Guagliumi G. [Role of optical coherence tomography to optimize complex 
coronary interventions]. Giornale italiano di cardiologia (2006) 2020; 21:12s-21s.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32250365  
ABSTRACT  
Optical coherence tomography (OCT) is an innovative catheter-based imaging technology that 
uses light and fiberoptic to obtain unique details of the coronary arteries and stents on a 
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microscope scale. OCT is an efficient method to rapidly map the extension and type of 
coronary artery disease with the potential to guide complex percutaneous coronary 
interventions (PCI). It can reliably detect and quantify atherosclerotic plaque characteristics, 
differentiate early from late stage of atherosclerotic disease and distinguish atherosclerotic 
(plaque rupture, erosion, calcified nodule) versus non atherosclerotic causes (spontaneous 
coronary dissection, intramural hematoma) of acute coronary syndromes. Further, it is very 
sensitive and accurate in detecting calcium and measuring the most relevant parameters 
(thickness, proximity to the lumen, circumferential extension) that may impact stent expansion. 
Based on automatic lumen measures and angiographic co-registration, OCT is used to plan 
and map the procedural strategy of stent implantation in complex lesion cohorts, with 
identification of the imaging features that require corrective actions to optimize stent results. 
OCT is a cardinal tool in patients presenting with stent failure (restenosis and thrombosis) to 
differentiate mechanical from biological causes with the potential of tailored treatment of the 
root mechanisms. 
 
[27] Parthasarathy G, Revelo X, Malhi H. Pathogenesis of Nonalcoholic Steatohepatitis: 
An Overview. Hepatology communications 2020; 4:478-492.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32258944  
ABSTRACT  
Nonalcoholic fatty liver disease (NAFLD) is a heterogeneous group of liver diseases 
characterized by the accumulation of fat in the liver. The heterogeneity of NAFLD is reflected in 
a clinical and histologic spectrum where some patients develop isolated steatosis of the liver, 
termed nonalcoholic fatty liver, whereas others develop hepatocyte injury, ballooning, 
inflammation, and consequent fibrosis, termed nonalcoholic steatohepatitis (NASH). Systemic 
insulin resistance is a major driver of hepatic steatosis in NAFLD. Lipotoxicity of accumulated 
lipids along with activation of the innate immune system are major drivers of NASH. Lipid-
induced sublethal and lethal stress culminates in the activation of inflammatory processes, 
such as the release of proinflammatory extracellular vesicles and cell death. Innate and 
adaptive immune mechanisms involving macrophages, dendritic cells, and lymphocytes are 
central drivers of inflammation that recognize damage- and pathogen-associated molecular 
patterns and contribute to the progression of the inflammatory cascade. While the activation of 
the innate immune system and the recruitment of proinflammatory monocytes into the liver in 
NASH are well known, the exact signals that lead to this remain less well defined. Further, the 
contribution of other immune cell types, such as neutrophils and B cells, is an area of intense 
research. Many host factors, such as the microbiome and gut-liver axis, modify individual 
susceptibility to NASH. In this review, we discuss lipotoxicity, inflammation, and the 
contribution of interorgan crosstalk in NASH pathogenesis. 
 
[28] Karampola M, Argiriou A, Hitoglou-Makedou A. Study on dietary constituents, hs-CRP 
serum levels and investigation of correlation between them in excess weight 
adolescents. Hippokratia 2019; 23:3-8.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32256031  
ABSTRACT  
BACKGROUND: The prevalence of childhood obesity has increased in Greece as well as 
worldwide. Mediterranean diet is considered the world's most popular healthy eating pattern. 
C-reactive protein (CRP) has been shown to play an important pathophysiological role 
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between inflammation and cardiovascular diseases and has been linked to obesity. Our study 
aimed to investigate the adolescents' diet, their high-sensitivity CRP (hs-CRP) serum levels, 
and whether low-grade inflammation, present in obesity, is related to adolescents' diet. 
METHODS: The sample of the study consisted of 142 adolescents age- and gender- matched 
13.4 +/- 1.46 years, divided into two groups: the study group and the controls. The study group 
of 71 excess body weight adolescents was further divided into two subgroups of 28 overweight 
and 43 obese respectively; 71 normal weight age- and gender-matched served as controls. 
Dietary constituents (food weight, energy intake, protein, carbohydrate and fat consumption, 
fiber, and sugars) were analyzed. Adherence to the Mediterranean diet was investigated, and 
hs-CRP serum levels were determined. The findings were compared between/among groups. 
Furthermore, the correlation of hs-CRP serum levels and food constituents between/among 
groups was investigated. RESULTS: We documented differences in several parameters 
among the groups: waist to hip ratio (p =0.001), food weight (p =0.040), energy intake (p 
=0.024), protein intake (p =0.001), total fibre (p =0.017), sugars (p =0.001), and the 
Mediterranean Diet Quality Index for children and adolescents (KIDMED; p =0.008). No 
statistically significant difference was found for hs-CRP serum levels among the three groups. 
No correlation was found between hs-CRP serum levels and any of the dietary constituents. 
CONCLUSIONS: Comparing the three groups (obese, overweight, and controls), we found 
statistically significant differences for food constituents but not for hs-CRP serum levels. In our 
study, inflammation was not found to be correlated with any of the dietary constituents. Further 
studies in a larger sample are required to consolidate these findings. HIPPOKRATIA 2019, 
23(1): 3-8. 
 
[29] Nury T, Lizard G, Vejux A. Lipids Nutrients in Parkinson and Alzheimer's Diseases: 
Cell Death and Cytoprotection. International journal of molecular sciences 2020; 21.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32260305  
ABSTRACT  
Neurodegenerative diseases, particularly Parkinson's and Alzheimer's, have common features: 
protein accumulation, cell death with mitochondrial involvement and oxidative stress. Patients 
are treated to cure the symptoms, but the treatments do not target the causes; so, the disease 
is not stopped. It is interesting to look at the side of nutrition which could help prevent the first 
signs of the disease or slow its progression in addition to existing therapeutic strategies. Lipids, 
whether in the form of vegetable or animal oils or in the form of fatty acids, could be 
incorporated into diets with the aim of preventing neurodegenerative diseases. These different 
lipids can inhibit the cytotoxicity induced during the pathology, whether at the level of 
mitochondria, oxidative stress or apoptosis and inflammation. The conclusions of the various 
studies cited are oriented towards the preventive use of oils or fatty acids. The future of these 
lipids that can be used in therapy/prevention will undoubtedly involve a better delivery to the 
body and to the brain by utilizing lipid encapsulation. 
 
[30] Brusini R, Dormont F, Cailleau C et al. Squalene-based nanoparticles for the targeting 
of atherosclerotic lesions. Int J Pharm 2020; 581:119282.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32259640  
ABSTRACT  
Native low-density lipoproteins (LDL) naturally accumulate at atherosclerotic lesions and are 
thought to be among the main drivers of atherosclerosis progression. Numerous nanoparticular 
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systems making use of recombinant lipoproteins have been developed for targeting 
atherosclerotic plaque. These innovative formulations often require complicated purification 
and synthesis procedures which limit their eventual translation to the clinics. Recently, 
squalenoylation has appeared as a simple and efficient technique for targeting agents to 
endogenous lipoproteins through a bioconjugation approach. In this study, we have developed 
a fluorescent squalene bioconjugate to evaluate the biodistribution of squalene-based 
nanoparticles in an ApoE(-/-) model of atherosclerosis. By accumulating in LDL endogenous 
nanoparticles, the squalene bioconjugation could serve as an efficient targeting platform for 
atherosclerosis. Indeed, in this proof of concept, we show that our squalene-rhodamine 
(SQRho) nanoparticles, could accumulate in the aortas of atherosclerotic animals. Histological 
evaluation confirmed the presence of atherosclerotic lesions and the co-localization of SQRho 
bioconjugates at the lesion sites. 
 
[31] Antwi SO, Li Z, Mody K et al. Independent and Joint Use of Statins and Metformin by 
Elderly Patients With Diabetes and Overall Survival Following HCC Diagnosis. J Clin 
Gastroenterol 2020; 54:468-476.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32271517  
ABSTRACT  
GOAL: To investigate associations of prediagnosis and postdiagnosis use of statins and 
metformin on overall survival of patients with diabetes who later developed HCC. 
BACKGROUND: Statins and metformin have received considerable interest as potential 
chemopreventive agents against hepatocellular carcinoma (HCC) development in individuals 
with type 2 diabetes mellitus (T2DM); however, their impact on overall survival of patients with 
T2DM who later develop HCC (diabetic HCC patients) is unclear. STUDY: Data on 2499 
elderly diabetic HCC patients obtained from the SEER-Medicare program (2009 to 2013) were 
analyzed. Patients were categorized based on use of statins only, metformin only, both, or 
neither (reference for all comparisons). The patients were further categorized based on: (1) 
metformin dose: </=1500 or >1500 mg/d; (2) statins functional form: hydrophilic (pravastatin 
and rosuvastatin) or lipophilic (atorvastatin, fluvastatin, lovastatin, and simvastatin); (3) statins 
potency: high (atorvastatin, rosuvastatin, and simvastatin) or low (fluvastatin, lovastatin, and 
pravastatin); and (4) individual statins type. Multivariable-adjusted hazard ratios (HR) and 95% 
confidence intervals (CIs) were calculated using Cox proportional hazard models. RESULTS: 
Prediagnosis use of metformin dose </=1500 mg/d was associated with lower risk of death 
after HCC diagnosis in patients with T2DM (HR, 0.72; 95% CI, 0.58-0.91), adjusting for 
postdiagnosis metformin dose, diabetes severity, Charlson comorbidity index, tumor 
characteristics, and other relevant factors. No association was found for prediagnosis 
metformin dose >1500 mg/d or postdiagnosis metformin use. Further, no association was 
found for either prediagnosis or postdiagnosis statins use. CONCLUSIONS: Prediagnosis use 
of metformin dose </=1500 mg/d is associated with longer overall survival of elderly diabetic 
HCC patients. 
 
[32] Kawasaki E, Fukuyama T, Kuriyama E et al. Statin-induced autoimmune hepatitis in 
patients with type 1 diabetes: A report of two cases and literature review. Journal of 
diabetes investigation 2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32277861  
ABSTRACT  
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Statins are widely used medications for the treatment of hypercholesterolemia, as well as 
prevention of cardiovascular disease. We report two patients with type 1 diabetes who 
developed autoimmune hepatitis after the administration of statin. The first patient developed 
the marked elevation of liver enzymes 6 months into atorvastatin therapy. The second patient 
developed liver dysfunction 8 months after the initiation of rosuvastatin therapy. Liver biopsies 
in both patients showed either portal, interface and lobular hepatitis or a piece-meal necrosis 
with lymphocytes and plasma cell infiltration that were compatible with autoimmune hepatitis. 
Then, both patients were started on prednisolone, to which they responded well. Liver biopsy 
is to be considered for type 1 diabetes patients if there is no improvement of liver dysfunction 
after discontinuation of statins. 
 
[33] Yang IT, Hemphill LC, Kim JH et al. To fast or not to fast: Lipid measurement and 
cardiovascular disease risk estimation in rural sub-Saharan Africa. Journal of global 
health 2020; 10:010407.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32257155  
ABSTRACT  
Background: Cardiovascular disease (CVD) morbidity and mortality are increasing in sub-
Saharan Africa (sSA), highlighting the need for tools to enable CVD risk stratification in the 
region. Although non-HDL-cholesterol (nHDL-C) has been promoted as a method to measure 
lipids without a requirement for fasting in the USA, its diagnostic validity has not been 
assessed in sSA. We sought to estimate: 1) the association between LDL-cholesterol (LDL-C) 
and nHDL-C, 2) the impact of fasting on their measurement, and 3) their correlation with 
carotid atherosclerosis, within a rural Ugandan population with high HIV prevalence. Methods: 
We collected traditional CVD risk factors, blood for serum lipid levels, self-reported fasting 
status, and performed carotid ultrasonography in 301 participants in rural Uganda. We fit 
regression models, stratified by fasting status, to estimate associations between carotid intima 
media thickness (cIMT), LDL-C, and nHDL-C. Results: Median age was 50 years (interquartile 
range = 46-54), 49% were female, 51% were HIV-positive, and at the time of blood collection, 
70% had fasted overnight. Mean LDL-C, nHDL-C, and triglycerides in the non-fasting and 
fasting groups were 85 vs 88 mg/dL (P = 0.39), 114 vs 114 mg/dL (P = 0.98), and 130 vs 114 
mg/dL (P = 0.05) mg/dL, respectively. In unadjusted models, mean cIMT (mm) was associated 
with both increased LDL-C (beta = 0.0078 per 10mg/dL, P < 0.01) and nHDL-C (beta = 0.0075, 
P < 0.01), and these relationships were similar irrespective of fasting status. After adjustment 
for traditional CVD risk factors, we observed similar associations, albeit with muted effect sizes 
within the fasting group. Conclusions: We found a high correlation between LDL-C and nHDL-
C, and both were correlated with cIMT, irrespective of fasting or HIV serostatus in rural 
Uganda. Our findings support use of either fasting or non-fasting serum lipids for CVD risk 
estimation in rural sSA. 
 
[34] Tahamtan S, Shirban F, Bagherniya M et al. The effects of statins on dental and oral 
health: a review of preclinical and clinical studies. Journal of translational medicine 2020; 
18:155.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32252793  
ABSTRACT  
The statin family of drugs are safe and effective therapeutic agents for the treatment of 
arteriosclerotic cardiovascular disease (CVD). Due to a wide range of health benefits in 
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addition to their cholesterol lowering properties, statins have recently attracted significant 
attention as a new treatment strategy for several conditions, which are not directly related to 
normalizing a lipid profile and preventing CVD. Statins exert a variety of beneficial effects on 
different aspects of oral health, which includes their positive effects on bone metabolism, their 
anti-inflammatory and antioxidant properties, and their potential effects on epithelization and 
wound healing. Additionally, they possess antimicrobial, antiviral, and fungicidal properties, 
which makes this class of drugs attractive to the field of periodontal diseases and oral and 
dental health. However, to the best of our knowledge, there has been no comprehensive study 
to date, which has investigated the effects of statin drugs on different aspects of dental and 
oral health. Therefore, the primary objective of this paper was to review the effect of statins on 
dental and oral health. Results of our extensive review have indicated that statins possess 
remarkable and promising effects on several aspects of dental and oral health including 
chronic periodontitis, alveolar bone loss due to either extraction or chronic periodontitis, 
osseointegration of implants, dental pulp cells, orthodontic tooth movement, and orthodontic 
relapse, tissue healing (wound/bone healing), salivary gland function, and finally, anti-cancer 
effects. Hence, statins can be considered as novel, safe, inexpensive, and widely-accessible 
therapeutic agents to improve different aspects of dental and oral health. 
 
[35] Novice T, Ahn JW, Wilcox R et al. Distinguishing reactive inflammatory dermatoses 
from lymphoma: 2 cases of severe drug reactions to phenytoin/phenobarbital and 
rosuvastatin mimicking lymphoma. JAAD case reports 2020; 6:311-315.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32258307  
ABSTRACT  
 
[36] Annemans L, Azuri J, Al-Rasadi K et al. Healthcare resource utilization in patients on 
lipid-lowering therapies outside Western Europe and North America: findings of the 
cross-sectional observational International ChoLesterol management Practice Study 
(ICLPS). Lipids in health and disease 2020; 19:64.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32264883  
ABSTRACT  
BACKGROUND: Few recent large-scale studies have examined healthcare consumption 
associated with dyslipidemia in countries outside Western Europe and North America. 
METHODS: This analysis, from a cross-sectional observational study conducted in 18 
countries in Eastern Europe, Asia, Africa, the Middle East and Latin America, evaluated 
avoidable healthcare consumption (defined as >/=1 hospitalization for cardiovascular reasons 
or >/=1 visit to the emergency room for any reason in the previous 12 months) in patients 
receiving stable lipid-lowering therapy (LLT). A total of 9049 patients (aged >/=18 years) 
receiving LLT for >/=3 months and who had had their low-density lipoprotein cholesterol (LDL-
C) value measured on stable LLT in the previous 12 months were enrolled between August 
2015 and August 2016. Patients who had received a proprotein convertase subtilisin/kexin 
type 9 inhibitor in the previous 6 months were excluded. Patients were stratified by 
cardiovascular risk level using the Systematic Coronary Risk Estimation chart for high-risk 
countries. RESULTS: The proportion of patients at their LDL-C goal was 32.1% for very-high 
risk patients compared with 55.7 and 51.9% for patients at moderate and high cardiovascular 
risk, respectively. Overall, 20.1% of patients had >/=1 reported hospitalization in the previous 
12 months (7.9% for cardiovascular reasons), 35.2% had >/=1 intensive care unit stay and 
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13.8% visited the emergency room. Avoidable healthcare resource consumption was reported 
for 18.7% patients overall, and in 27.8, 7.7, 7.7 and 13.2% of patients at very-high, high, 
moderate and low risk, respectively. Across all risk groups 22.4% of patients not at LDL-C goal 
and 16.6% of patients at LDL-C goal had avoidable healthcare resource consumption. Being at 
very-high cardiovascular risk, having cardiovascular risk factors (including hypertension and 
smoking), and having factors indicating that the patient may be difficult to treat (including statin 
intolerance, comorbidities and chronic medication), were independent risk factors for avoidable 
healthcare resource consumption (all p <0.05). CONCLUSIONS: Healthcare resource 
consumption associated with adverse clinical outcomes was observed in patients on stable 
LLT in countries outside Western Europe and North America, particularly those at very-high 
cardiovascular risk and those who were difficult to treat. 
 
[37] Hori M, Takahashi A, Son C et al. The benign c.344G > A: p.(Arg115His) variant in the 
LDLR gene interpreted from a pedigree-based genetic analysis of familial 
hypercholesterolemia. Lipids in health and disease 2020; 19:62.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32252761  
ABSTRACT  
BACKGROUND: We previously identified the c.344G > A: p.(Arg115His) variant in the low-
density lipoprotein receptor (LDLR) gene, which was interpreted as "conflicting interpretations 
of pathogenicity" in ClinVar, based on a genetic analysis of patients with familial 
hypercholesterolemia (FH). However, whether this variant affects the pathophysiology of FH 
remains unclear. Therefore, our aim was to annotate the c.344G > A: p.(Arg115His) variant in 
the LDLR gene in FH. We present 2 families harboring the c.344G > A: p.(Arg115His) variant 
in the LDLR gene. METHODS: Genetic analyses were performed for the coding regions and 
the exon-intron boundary sequence of the LDLR and proprotein convertase subtilisin/kexin 
type 9 (PCSK9) genes in 2 FH families. Next, the family without pathogenic variants in the 
LDLR and PCSK9 genes was screened by whole-exome sequencing. Detailed clinical and 
biochemical data were gathered from family members. RESULTS: In one family, the index 
case had biallelic c.1567G > A: p.(Val523Met) and c.344G > A: p.(Arg115His) variants in the 
LDLR gene, while the sibling had only the c.1567G > A: p.(Val523Met) variant in the LDLR 
gene. There was no difference in the FH phenotype between the siblings. In another family, 
the index case and the sibling had no pathogenic variants in the LDLR, PCSK9, and 
apolipoprotein B (APOB) genes, but the sibling's wife with nonFH had the c.344G > A: 
p.(Arg115His) variant in the LDLR gene. The sibling and his wife had 4 children, including an 
unaffected child and an affected child who had the c.344G > A: p.(Arg115His) variant in the 
LDLR gene. In addition, the allele frequency of the c.344G > A: p.(Arg115His) variant (0.0023-
0.0043) in Japanese and East Asian populations is relatively high compared with that of the 
other LDLR pathogenic variants (0.0001-0.0008). CONCLUSIONS: The c.344G > A: 
p.(Arg115His) variant in the LDLR gene is interpreted as benign in individuals with FH. 
 
[38] Talebi S, Bagherniya M, Atkin SL et al. The beneficial effects of nutraceuticals and 
natural products on small dense LDL levels, LDL particle number and LDL particle size: 
a clinical review. Lipids in health and disease 2020; 19:66.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32276631  
ABSTRACT  
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Cardiovascular diseases (CVDs) are globally the major causes of morbidity and mortality. 
Evidence shows that smaller and denser low-dense lipoprotein (sdLDL) particles are 
independent atherogenic risk factors for CVD due to their greater susceptibility to oxidation, 
and permeability in the endothelium of arterial walls. sdLDL levels are an independent risk 
factor and of more predictive value than total LDL-C for the assessment of coronary artery 
disease and metabolic syndrome. Functional food ingredients have attracted significant 
attention for the management of dyslipidemia and subsequently increase cardio-metabolic 
health. However, to date there is no study that has investigated the effect of these bioactive 
natural compounds on sdLDL levels. Therefore, the aim of the present review is to summarize 
the evidence accrued on the effect of special dietary ingredients such as omega-3 
polyunsaturated fatty acids, nutraceuticals and herbal medicines on the levels of sdLDL, LDL 
particle number, and LDL particle size. Based on the results of the existing clinical trials this 
review suggests that natural products such as medicinal plants, nutraceuticals and omega-3 
fatty acids can be used as adjunct or complementary therapeutic agents to reduce sdLDL 
levels, LDL particle numbers or increase LDL particle size and subsequently may prevent and 
treat CVD, with the advantage that theses natural agents are generally safe, accessible, and 
inexpensive. 
 
[39] Amarenco P, Kim JS. LDL Cholesterol Targets after Ischemic Stroke. Reply. The New 
England journal of medicine 2020; 382:1480-1481.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32268036  
ABSTRACT  
 
[40] Paraskevas KI. LDL Cholesterol Targets after Ischemic Stroke. The New England 
journal of medicine 2020; 382:1480.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32268035  
ABSTRACT  
 
[41] Solmaz V, Atasoy O, Erbas O. Atorvastatin has therapeutic potential for the fatty 
liver-induced memory dysfunction in rats, likely via its antioxidant and anti-
inflammatory properties. Neurol Res 2020; 42:497-503.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32252617  
ABSTRACT  
This study aimed to evaluate the memory function in a rat model of fatty liver and to investigate 
the effects of statins on fatty liver, neuronal inflammation, oxidative stress and memory. In this 
study, 24 male rats were used and were divided into four groups consisting of 6 animals in 
each. Of them, 12 rats received liquid diet containing 35% fructose for 8 weeks in order to 
induce hepatosteatosis, while other animals had a normal nutrition. Group 1 served as controls 
and had a normal nutrition with no drug treatment. The animals in Group 2 had a normal 
nutrition and treated with atorvastatin. Group 3 received high-fructose diet with no drug 
treatment and Group 4 received high-fructose diet followed by atorvastatin treatment. After the 
two weeks of treatment period, passive avoidance tasks evaluating the memory were 
performed in both the study and control groups. The liver and brain were then removed for 
histologic, pathologic, and biochemical evaluation. In the non-treated rats with hepatosteatosis 
(Group 3), the lowest mean latency time and the highest mean histopathologic liver score, and 
brain TNF- alpha and MDA (Measurement of lipid peroxidation) were found (p < 0.00001). On 
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the other hand, in the animals treated with atorvastatin, all these parameters were significantly 
higher than that of controls and significantly lower than that of Group 3 (p < 0.05). Fatty liver 
can increase inflammation and cause memory disorders, and atorvastatin may have a positive 
effect on cognitive disorders. 
 
[42] Lee Y, Park S, Lee S et al. Lipid profiles and risk of major adverse cardiovascular 
events in CKD and diabetes: A nationwide population-based study. PloS one 2020; 
15:e0231328.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32271842  
ABSTRACT  
The association of lipid parameters with cardiovascular outcomes and the impact of kidney 
function on this association have not been thoroughly evaluated in chronic kidney disease 
(CKD) patients with diabetes. We reviewed the National Health Insurance Database of Korea, 
containing the data of 10,505,818 subjects who received routine check-ups in 2009. We 
analyzed the association of lipid profile parameters with major adverse cardiovascular events 
(MACEs) risk and all-cause mortality in a nationally representative cohort of 51,757 lipid-
lowering medication-naive patients who had CKD and diabetes. Advanced CKD patients with 
eGFR <30 mL/min/1.73 m2 (n = 10,775) had lower serum total cholesterol (TC), low-density 
lipoprotein cholesterol (LDL-c), and high-density lipoprotein cholesterol (HDL-c) but higher 
non-HDL-c levels and triglyceride (TG) to HDL-c ratios. There was a positive linear association 
between serum LDL-c and MACE risk in both early and advanced CKD patients (P <0.001 for 
trend), except for the category of LDL-c 30-49 mg/dL in extremely low LDL-c subgroup 
analyses. A U-shaped relationship was observed between serum LDL-c and all-cause mortality 
(the 4th and 8th octile groups; lowest hazard ratio [HR] 0.96, 95% confidence interval [CI] 0.87-
1.05 and highest HR 1.14, 95% CI 1.04-1.26, respectively). A similar pattern remained in both 
early and advanced CKD patients. The TG/HDL-c ratio categories showed a positive linear 
association for MACE risk in early CKD (P <0.001 for trend), but this correlation disappeared in 
advanced CKD patients. There was no correlation between the serum TG/HDL-c ratio and all-
cause mortality in the study patients. The LDL-c level predicted the risk for MACEs and all-
cause mortality in both early and advanced CKD patients with diabetes, although the patterns 
of the association differed from each other. However, the TG/HDL-c ratio categories could not 
predict the risk for either MACEs or all-cause mortality in advanced CKD patients with 
diabetes, except that the TG/HDL-c ratio predicted MACE risk in early CKD patients with 
diabetes. 
 
[43] Park S, Park GM, Ha J et al. Homocysteine is not a risk factor for subclinical 
coronary atherosclerosis in asymptomatic individuals. PloS one 2020; 15:e0231428.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32267899  
ABSTRACT  
BACKGROUND: Homocysteine has been known as a risk factor for cardiovascular disease. 
This study sought to evaluate the influence of homocysteine on the risk of subclinical coronary 
atherosclerosis in asymptomatic individuals. METHODS: We reviewed 3,186 asymptomatic 
individuals (mean age 53.8 +/- 8.0 years, 2,202 men [69.1%]) with no prior history of coronary 
artery disease who voluntarily underwent coronary computed tomographic angiography 
(CCTA) and laboratory tests as part of a general health examination. The subjects were 
stratified into tertiles according to their homocysteine levels. The degree and extent of 
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subclinical coronary atherosclerosis were assessed by CCTA. Logistic regression analysis was 
used to determine the association between homocysteine levels and subclinical coronary 
atherosclerosis. RESULTS: The prevalence of significant coronary artery stenosis, any 
atherosclerotic, calcified, mixed, and non-calcified plaques increased with homocysteine 
tertiles (all p < 0.05). However, after adjustment for cardiovascular risk factors, there were no 
statistically significant differences in the adjusted odds ratios (ORs) for any atherosclerotic 
plaque (OR 1.06; 95% CI [confidence interval] 0.85-1.32; p = 0.610), calcified plaques (OR 
1.17; 95% CI 0.92-1.48; p = 0.199), non-calcified plaques (OR 0.80; 95% CI 0.61-1.04; p = 
0.089), and mixed plaques (OR 1.42; 95% CI 0.96-2.11; p = 0.077) between the third and first 
homocysteine tertiles. In addition, the adjusted OR for significant coronary artery stenosis (OR 
0.92; 95% CI 0.63-1.36; p = 0.687) did not differ between the first and third tertiles. 
CONCLUSIONS: In asymptomatic individuals, homocysteine is not associated with an 
increased risk of subclinical coronary atherosclerosis. 
 
[44] Gilbert R, Al-Janabi A, Tomkins-Netzer O, Lightman S. Statins as anti-inflammatory 
agents: A potential therapeutic role in sight-threatening non-infectious uveitis. Porto 
biomedical journal 2017; 2:33-39.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32258583  
ABSTRACT  
In addition to the known lipid-lowering effects, statins are now widely accepted to have anti-
inflammatory and immunomodulatory effects. Adjunctive use of statins has proven beneficial in 
the context of a wide range of inflammatory diseases, including rheumatoid arthritis. Evidence 
also suggests that statins may also have utility in the management of uveitis, a form of sight 
threatening inflammation which occurs in the eye. In this article, we outline our rationale behind 
a clinical trial of simvastatin as a steroid-sparing agent in uveitis, to which patient recruitment 
started last year. Potential risks associated with the clinical use of statins, including putative 
effects on the eyes, are discussed. 
 
[45] Cybulska B, Klosiewicz-Latoszek L, Penson PE, Banach M. What do we know about the 
role of lipoprotein(a) in atherogenesis 57years after its discovery? Prog Cardiovasc Dis 
2020.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32277995  
ABSTRACT  
Elevated circulating concentrations of lipoprotein(a) [Lp(a)] is strongly associated with 
increased risk of atherosclerotic cardiovascular disease (CVD) and degenerative aortic 
stenosis. This relationship was first observed in prospective observational studies, and the 
causal relationship was confirmed in genetic studies. Everybody should have their Lp(a) 
concentration measured once in their lifetime. CVD risk is elevated when Lp(a) concentrations 
are high i.e.>50mg/dL (>/=100mmol/L). Extremely high Lp(a) levels >180mg/dL 
(>/=430mmol/L) are associated with CVD risk similar to that conferred by familial 
hypercholesterolemia. Elevated Lp(a) level was previously treated with niacin, which exerts a 
potent Lp(a)-lowering effect. However, niacin is currently not recommended because, despite 
the improvement in lipid profile, no improvements on clinical outcomes have been observed. 
Furthermore, niacin use has been associated with severe adverse effects. Post hoc analyses 
of clinical trials with proprotein convertase subtilisin/kexin type-9 (PCSK9) inhibitors have 
shown that these drugs exert clinical benefits by lowering Lp(a), independent of their potent 
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reduction of low-density lipoprotein cholesterol (LDL-C). It is not yet known whether PCSK9 
inhibitors will be of clinical use in patients with elevated Lp(a). Apheresis is a very effective 
approach to Lp(a) reduction, which reduces CVD risk but is invasive and time-consuming and 
is thus reserved for patients with very high Lp(a) levels and progressive CVD. Studies are 
ongoing on the practical application of genetic approaches to therapy, including antisense 
oligonucleotides against apolipoprotein(a) and small interfering RNA (siRNA) technology, to 
reduce the synthesis of Lp(a). 
 
[46] Wallemacq C, Scheen AJ. [Ezetimibe-rosuvastatin fixed-dose combination 
(Myrosor(R))]. Revue medicale de Liege 2020; 75:260-264.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32267116  
ABSTRACT  
LDL cholesterol targets are increasingly strict in recent international guidelines, especially in 
patients at very high or high cardiovascular risk. To reach these targets, it is recommended to 
use a potent statin, with a titration up to the maximal tolerated dose and, if not sufficient, to 
combine ezetimibe, a medication that blocks the intestinal absorption of cholesterol. This 
association allows reduce the dose of statin, while keeping an excellent cholesterol-lowering 
efficacy and favouring a good tolerance profile. This article describes the characteristics of a 
fixed-dose combination of rosuvastatin, the most potent statin, and ezetimibe, commercialized 
in Belgium under the trade name Myrosor(R). 
 
[47] Tian Y, Reichardt B, Dunkler D et al. Comparative effectiveness of branded vs. generic 
versions of antihypertensive, lipid-lowering and hypoglycemic substances: a 
population-wide cohort study. Scientific reports 2020; 10:5964.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32249786  
ABSTRACT  
Generic medications offer substantial potential cost savings to health systems compared to 
their branded counterparts. In Europe and the US, they are only approved if they are 
bioequivalent to the respective originator product. Nevertheless, the lack of clinical outcomes is 
sometimes used as the reason for hesitancy in prescribing generics. We performed an 
observational retrospective study on 17 branded vs. generic pharmaceutical substances for the 
treatment of hypertension/heart failure, hyperlipidemia, and diabetes mellitus in a dataset of 
9,413,620 insured persons, representing nearly the full population of Austria, from 2007 to 
2012. We compared generic vs. branded medications using hazard ratios for all-cause death 
and major adverse cardiac and cardiovascular events (MACCE) as outcomes of interest. Using 
patient demographics, health characteristics from hospitalization records, and pharmacy 
records as covariates, we controlled for confounding in Cox models through inverse probability 
of treatment weighting (IPTW) using high-dimensional propensity scores. We observed that the 
unadjusted hazard ratios strongly favor generic drugs for all three pooled treatment indications 
(hypertension/heart failure, hyperlipidemia, diabetes mellitus), but were attenuated towards 
unity with increasingly larger covariate sets used for confounding control. We found that after 
IPTW adjustment the generic formulation was associated with significantly fewer deaths in 10 
of 17 investigated drugs, and with fewer MACCE in 11 of 17 investigated drugs. This result 
favoring generic drugs was also present in a number of sub-analyses based on gender, prior 
disease status, and treatment discontinuation. E-value sensitivity analyses suggested that only 
strong unmeasured confounding could fully explain away the observed results. In conclusion, 
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generic medications were at least similar, and in some cases superior, to their branded 
counterparts regarding mortality and major cardiovascular events. 
 
[48] Thongnak L, Chatsudthipong V, Kongkaew A, Lungkaphin A. Effects of dapagliflozin 
and statins attenuate renal injury and liver steatosis in high-fat/high-fructose diet-
induced insulin resistant rats. Toxicology and applied pharmacology 2020; 396:114997.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32259528  
ABSTRACT  
High-fat high-fructose diet (HFF) in obesity can induce dyslipidemia and lipid accumulation 
both in kidney and liver which related to insulin resistance and lipotoxicity-induced cellular 
damage. We investigated whether dapagliflozin with or without atorvastatin could improve lipid 
accumulation-induced kidney and liver injury in HFF-induced insulin resistant rats. Male Wistar 
rats were fed with HFF for 16 weeks and then received drug treatments for 4 weeks; vehicle, 
dapagliflozin, atorvastatin and dapagliflozin plus atorvastatin treatment groups. HFF rats 
demonstrated insulin resistance, dyslipidemia, liver injury and renal dysfunction associated 
with impaired renal lipid metabolism and lipid accumulation. Dapagliflozin and combination 
treatment could improve HFF-induced insulin resistance, lipogenesis and lipotoxicity-related 
renal oxidative stress, inflammation, fibrosis and apoptosis leading to kidney dysfunction 
recovery. Liver injury-associated inflammation was also improved by these two regimens. 
Notably, the reduced lipid accumulation in liver and kidney that linked to an improvement of 
lipid oxidation was prominent in the combination treatment. Therefore, dapagliflozin combined 
with atorvastatin treatment exert the beneficial effects on lipid metabolism and lipotoxicity in 
liver and kidney injury via the attenuation of oxidative stress, fibrosis and apoptosis in insulin 
resistant model. 
 
[49] Bochar OM, Sklyarova HY, Faynyk AF et al. The effect of therapy with olmesartan or 
telmisartan in patients with arterial hypertension combined with obesity. Wiadomosci 
lekarskie (Warsaw, Poland : 1960) 2020; 73:321-324.  
PM: http://www.ncbi.nlm.nih.gov/pubmed/?term=32248168  
ABSTRACT  
OBJECTIVE: The aim: To evaluate the hemodynamic and echocardiographic parameters, the 
level of adiponectin and IL-6 in such patients under the influence of therapy with sartans 
(telmisartan or olmesartan) and atorvastatin 12 weeks later. PATIENTS AND METHODS: 
Materials and methods: Fifty patients with arterial hypertension of II stage and 2 level, who 
underwent elective in-patient treatment were examined. During the next 12 weeks, they took 
olmesartan (1st group) or telmisartan (2nd group) in combination with atorvastatin. RESULTS: 
Results: The combined use of olmesartan or telmisartan in with atorvastatin for 12 weeks had 
a resulted in a significant decrease in systolic and diastolic blood pressure, heart rate and 
myocardial mass. After treatment with olmesartan in combination with atorvastatin, the 
adiponectin content in the blood increased by 41.6% (p <0.05). In the group of patients who 
receiving telmisartan, an increase adiponectin level was noted in 80.0% of patients and a had 
shown a significantly higher increase in adiponectin levels, namely for 59.4% after treatment (p 
<0.01). The level of IL-6 has significantly decreased, both with the administration of olmesartan 
(2.7 times) and telmisartan (2.6 times) (p<0.01). CONCLUSION: Conclusions: Telmisartan, in 
comparison with olmesartan, significantly reduces the size of the left ventricular and left atrium 
myocardium, and decreased left ventricular mass index. Telmisartan improves the cardio-
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metabolic profile of obese and hypertensive patients by increase of adiponectin concentrations 
and decrease of IL-6 levels. 
 
 


