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Non-HDL-c superior to LDL-c for prediction of new lesions post PCI

Is LDL-cholesterol (LDL-C) the preferred metric to determine ASCVD risk, or are non-HDL-c
or even apo B more accurate? In this retrospective observational analysis of 537
consecutive post PCI, stable angina patients, imaging of the coronary arteries was used to
evaluate the impact of LDL-c and non-HDL-c on new lesions with myocardial ischemia. All
patients used a “strong” statin; this was defined as doses of atorvastatin (10 mg/day) or
rosuvastatin (2.5 mg/day), or pitavastatin (2 mg/day) or more. The interval period between
PCI and follow-up coronary angiography was 9 months and < 2 years after PCIl. Based on a
multivariate logistic regression model, diabetes was significantly associated with an
increased risk for new lesions < 2-years after PCl, OR: 1.71 (1.06-2.83, p=0.031). Non-HDL-c
was associated with an increased risk for new lesions both after 9 months and < 2 years
post PCI; OR 1.80 (1.10-3.0, p=0.021) and OR; 1.85 (1.13-3.07, p=0.016), respectively. Both
the Friedewald and Martin calculated LDL-c were not significantly related to new lesion
formation after multivariate logistic regression analysis, P=0.062, and p=0.091, respectively.
Despite limitations of this study, e.g., the relatively small samples size non-HDL was a




robust indicator of increased risk for new lesion formation both at 9 months and <2 years
after PCl intervention.

Kanda D, Miyata M, lkeda Y et al. The Priority of Non-HDL-C Assessment to Predict New
Lesions among Stable Angina Patients with Strong Statins. J Atheroscler Thromb 2021.
http://www.ncbi.nIm.nih.gov/pubmed/?term=34039817

Bempedoic acid a systematic review

Bempedoic acid is the most recent addition to the lipid-lowering drug armamentarium. This
systematic review provides a concise overview of current evidence on efficacy, safety, and
the clinical trials that have been completed and currently ongoing. Approved by FDA and
EMA in February and March of 2020, respectively. This LDL-c lowering drug is indicated in
patients unable to reach guideline dictated targets despite maximally tolerated statin
therapy. Although it inhibits cholesterol synthesis, similarly to statins, it targets ATP citrate
lyase, converting citrate into HMG-CoA reductase. It is administered as a pro-drug that can
only be converted in its active form by very long-chain acyl-CoA synthetase 1 present in
hepatocytes. This would preclude active metabolites forming in myocytes and reduce the
chances of developing muscle-related complaints and potentially an attractive alternative
for statin-intolerant patients. The current trial portfolio included efficacy and safety of
bempedoic acid as monotherapy, combined with low dose statins and combined with
ezetimibe (in statin-intolerant patients. the observed LDL-c reduction ranged from + 13 % in
monotherapy to 24% when combined with ezetimibe. The CLEAR wisdom trial noted
decreased HbA1C in diabetic patients (-0.08%) contrasted with an increase in the placebo
group (0.13%). A recent meta-analysis of the 4 phase 3 studies reported new-onset or
worsening of diabetes in 3.7% of the patients taking bempedoic acid vs. 5.7% in those
allocated to placebo. The drug was well tolerated; common adverse events included gout,
urinary tract infections, nasopharyngitis, and hyperuricemia. The addition of bempedoic
acid to our lipid-lowering arsenal provides a valuable alternative or add-on in patients
intolerant for (high dose) statins to show insufficient LDL-c lowering with ezetimibe
monotherapy.

Alam U, Al-Bazz DY, Soran H. Bempedoic Acid: The New Kid on the Block for the Treatment
of Dyslipidemia and LDL Cholesterol: A Narrative Review. Diabetes Ther 2021.
http://www.ncbi.nlm.nih.gov/pubmed/?term=34037950

Updated meta-analysis on COVID-19 outcomes in statin users

The global impact of COVID19 is shifting towards improvements in developed economies
due to the rollout of massive vaccination programs and a rapid surge of infections, and the
need for hospital/ICU care in developing economies. Addressing risk in unvaccinated

remains a great challenge because many patients combined with restricted finances to
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address the costly care of those presenting with serious complications. The use of
repurposed cheap, safe, and globally available drugs such as statins could make a
significant difference in the protracted care of those in dire need of specialized support. For
this meta-analysis, the data from 24 studies (N=32715) were combined. The three major
clinical endpoints were ICU admission, tracheal intubation, and death. Both ICU admissions
and death were significantly reduced in statin users than patients who did not use statins.
ICU admission, OR: 0.78 (0.58-1.06; n = 10; |12 = 58.5%) and death, OR: 0.70 (0.55-0.88; n =
21; 12 = 82.5%. statin use was not associated with a statistically significant effect on tracheal
intubation, OR: 0.79 (0.57-1.11; n = 7; 12 = 89.0%). Statin used during hospital stay improved
survival even further, death OR: 0.40 (0.22-0.73, n = 3; 12 = 82.5%), compared to pre-
admission statin use, OR: 0.77 (0.60-0.98, n = 18; 12 = 81.8%). Within the caveats of
observational data interpretation, the findings of this meta-analysis are provocative and
deserve a properly designed randomized study. Currently, ongoing statin trials in CVID-19
patients will help to expand the evidence for statins to reduce COVID-19 associated adverse
outcomes.

Vahedian-Azimi A, Mohammadi SM, Heidari Beni F et al. Improved COVID-19 ICU admission
and mortality outcomes following treatment with statins: a systematic review and meta-
analysis. Archives of medical science : AMS 2021; 17:579-595.
http://www.ncbi.nlm.nih.gov/pubmed/?term=34025827

Statin us during pregnancy — systematic review and meta-analysis

The use of statins is prohibited during pregnancy and breastfeeding. However, in certain
situations, women of childbearing age have used statins, unaware of their gravid status.
Evidence is accumulating suggesting that statins could protect the pregnant woman and
her fetus from serious pregnancy-related complications such as preeclampsia, HELP
syndrome, and ant-phospholipid syndrome. In this updated meta-analysis, the teratogenic
effects of statins were re-assessed, based on data from 23 studies (nine cohort studies, six
case reports, six case series, one population-based case-referent study, and one clinical
trial) with 1,276,973 participants were included in the systematic review and 6 of them (n
=1,267,240 participants) were included in the meta-analysis. The systematic review was
inconclusive; no definite conclusions regarding the harm or safety of statins used in
pregnant women were deducible from the combined data. The meta-analysis suggested that
no clear indications of teratogenicity-related congenital disabilities were noted OR: 1.48
(0.90 - 2.42, p = 0.509). This included cardiac anomalies, OR:2.53 (0.81, 7.93, p = 0.112) and
other congenital anomalies OR: 1.19 (0.70, 2.03, p = 0.509). The authors concluded that this
systematic review and meta-analysis could not clearly show the harmful effects of statins
during pregnancy. Despite this partly re-assuring assumption, women of childbearing age

with high CVD risk should be warned to stop statins before terminating their anti-
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contraceptive medication or methods. In a small selective group of extremely high-risk
women, statins could provide protection from ASCVD and/or pregnancy-related
complications. However, they should be managed in either a clinical trial setting or by a
team of experienced specialists based on an individual patient evaluation. Starting statins
after the first trimester seems to be the preferred approach to minimize potential teratogenic
effects. Vahedian-Azimi A, Makvandi S, Banach M et al. Fetal toxicity associated with
statins: A systematic review and meta-analysis. Atherosclerosis 2021; 327:59-67.
http://www.ncbi.nlm.nih.gov/pubmed/?term=34044205

The UK THIN registry: significant reduced total mortality in elderly
patients using statins

The Health Improvement Network (THIN) primary care database collects electronic health
care records of primary care physicians in England and Wales, broadly representing the UK
population. This registry was queried to evaluate the effects of statins In patients > 60 years
of age. Included participants reached the age of 10 between 1990 and 2000 and were
followed until 2017. Patients were free of ASCVD and statin use when included in the
evaluation. The adjusted HRs for all-cause mortality associated with statin prescription at
ages 65, 70, 75, 80 and 85 years were 0.76 (0.71 to 0.81), 0.71 (0.68 to 0.75), 0.68 (0.65 to
0.72), 0.63 (0.53 to 0.73) and 0.54 (0.33 to 0.92), respectively. Noteworthy is that both relative-
and absolute risk reduction increased with advancing age. The findings of this large
observational registry with long-term follow-up support the use of statins | patients > 75
years of age. Treatment decisions should be based on clinical indication and after
discussion of the potential risks and benefits of statins with the patient.

Gitsels LA, Bakbergenuly |, Steel N, Kulinskaya E. Do statins reduce mortality in older
people? Findings from a longitudinal study using primary care records. Fam Med
Community Health 2021; 9. http://www.ncbi.nlm.nih.gov/pubmed/?term=34031184
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