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Key publications

Managing pediatric FH patients

The autosomal dominant genetic background of Familial Hypercholesterolemia (FH) warrants
that 50% of the children from an FH parent are affected. Specialized pediatric care is needed for
optimal management and to increase our understanding of effective cholesterol treatment,
safety, and long-term outcomes. This review shares data collected in a dedicated Australian
paediatric multidisciplinary lipid clinic between 1999 and 2017. Overall, 108 patients were
managed, 53 boys and 55 girls. The LDL-c levels in the majority of the children were>75th
percentile before treatment was initiated. The children who initiated statin therapy achieved a
mean LDL-c of 2.4 (1.4-2.7) mmol/L and 1.9 (0.8-2.8) mmol/L for boys and girls. Only four children
had premature ASCVD manifestations; this correlated with more severe expression of FH. Five
patients reported side effects that needed medication adjustment. Statins were well tolerated by
most of the patients. The major reasons that eligible patients did not start statins were parental
refusal and loss to follow-up (75%). The findings in the relatively small study confirmed the
efficacy and safety of statins in FH children; however, current treatment recommendations are
not easily achieved. To improve family engagement, greater awareness and coordinated

services are warranted.



Yeung J, Chisholm K, Spinks C, Srinivasan S. Familial hypercholesterolaemia: Experience of a
tertiary paediatric lipid clinic. Journal of paediatrics and child
health 2021. http://www.ncbi.nlm.nih.gov/pubmed/?term=33830584

Suboptimal lipid management in Canadian hospitalized ACS patients

The recently updated lipid management guidelines aim for lower LDL-c targets in very high-risk
patients. Data collected in a single. Alberta, Canada hospital was queried to determine lipid
management in 27 979 hospital admitted ACS patients. Lipid testing was not executed during
their hospital stay or 90 days post-discharge in 375 (13.4%) of the patients. Untested patients
were more likely to be older, female, from rural areas, have more comorbidities, already using
cardioprotective therapies, unstable angina, unstable angina, and less likely to have invasive
interventions. Guideline recommended lipid levels were not reached by 18 767/ 24 299 (77.5%)
patients. Additional lipid testing <1 year after discharge was not done in 7284 (38.8%) of the
patients. Those that did get an in-hospital lipid panel test were more likely to start or escalate
dosing of lipid-lowering drugs; OR: 2.13 (1.97-2.30). PCSK9ab was indicated in 9592 (39.6%) of
the evaluated patients. The authors concluded that almost 80% of hospital admitted Canadian
ACS patients did not meet guideline-recommended lipid thresholds. More than one-third would
be eligible for PCSK9 ab.

Sarak B, Savu A, Kaul P et al. Lipid Testing, Lipid-Modifying Therapy, and PCSK9 (Proprotein
Convertase Subtilisin-Kexin Type 9) Inhibitor Eligibility in 27 979 Patients With Incident Acute
Coronary Syndrome. Circ Cardiovasc Qual Outcomes 2021;

14:e006646. http://www.ncbi.nIm.nih.gov/pubmed/?term=33813856

Early and persistent statin use associated with lower CVD risk in Korean

hypercholesterolemic patients

Adherence to statin therapy remains a challenge and requires motivation and trust of patients
eligible for LDL-c reducing therapy. The impact of non-adherence was evaluated in the Korean
National Health Insurance Service — Health Screening Cohort (NHIS-HEALS). This was a
retrospective cohort study in 11 320 primary prevention participants, aged 40-79 years with an
elevated LDL-cholesterol (>240 mg/dl) and who started with statin therapy < 24 months after the
national health screening (2004-2012). Primary outcomes were CVD (hospital admission or death
due to ischaemic heart disease, acute myocardial infarction, revascularization, or stroke). The
HRs of CVD according to statin adherence was calculated according to the SCORE (Systematic
Coronary Risk Evaluation). Patients who started statins late had significantly increased CVD risk
compared to patients who started statins late; HR: 1.24 (1.02-2.51). Patients who started statin
but discontinued taking them had a significantly higher risk than those who persisted in taking

their medication; HR was 1.71 (1.0-2.67). Those that restarted statins were observed to have a
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slightly mitigated risk; HR 1.34 (0.79 — 2.30). Based on these findings, the authors concluded
that early statin initiation in Korean primary prevention patients with elevated LDL- was
associated with a significantly lower CVD risk. Patients that stopped taking statins compared
with those that continued statins were associated with an increased CVD risk. Ryou IS, Chang J,
Son JS et al. Association between CVDs and initiation and adherence to statin treatment in
patients with newly diagnosed hypercholesterolaemia: a retrospective cohort study. BMJ

Open 2021; 11:e045375. http://www.ncbi.nlm.nih.gov/pubmed/?term=33827840

HIJ-PROPER Study: benefit of ezetimibe add-on was observed when
baseline LDL-c >131 mg/dI

The HIJPROPER study was a multicentre, prospective, randomized, open-label, blinded endpoint
trial comparing intensive lipid-lowering treatment, aiming to reach an LDL-c <70 mg/dL
(pitavastatin + ezetimibe) against standard lipid-lowering strategy, with an LDL-c target of 90-100
mg/DLL (pitavastatin monotherapy), in 1739 Japanese ACS patients. In this sub-analysis, 1420
statin naive patients were queried for baseline LDL-c levels. Those with LDL-c >130 mg/dl were
compared to patients with LDL-c < 130 mg/dl. Over a median follow-up time of 3.2 years, LDL-c
was reduced by -34% and -49.8% in those taking pitavastatin monotherapy vs. pitavastatin +
ezetimibe patients with an LDL-c < 130 mg/dl. For the participants with an LDL-c >130 mg/dl, the
reductions of LDL-c were -42.9% and -56.4%, respectively (P<0.0001). The Kaplan-Meier analysis
for the primary endpoint, a composite of all-cause death, non-fatal myocardial infarction, non-
fatal stroke, unstable angina, and ischemia-driven coronary revascularization, showed no
significant differences between the two treatment arms for those that started with an LDL-c <
130 mg/dL. In patients with a high baseline LDL-c of >130 mg/dl, the use of pitavastatin +
ezetimibe was superior to pitavastatin monotherapy, HR:0.72 (0.56-0.91; P=0.007, P-value for
interaction = 0.012). The authors concluded that only Japanese ACS patients with an LDL-c >130
mg/dL benefitted from adding ezetimibe to pitavastatin and reaching an LDL-c target < 70 mg/dL.
Im J, Kawada-Watanabe E, Yamaguchi J et al. Baseline low-density lipoprotein cholesterol
predicts the benefit of adding ezetimibe on statin in statin-naive acute coronary
syndrome.Scientific reports 2021; 11:7480.

http://www.ncbi.nlm.nih.gov/pubmed/?term=33820931

Tailored lipid lowering treatment for post Ml patients is needed to

improve outcomes

Guideline recommended LDL-c targets are frequently not reached. In this retrospective analysis
of the German health claims database (2010 -2015), the impact of treatment intensity and
adherence were evaluated. Post Ml patients who started lipid-lowering therapy (LLT) between

2011 and 2013 were included (N=14 944). The follow-up period started approximately one year
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after the second LLT prescription. Treatment intensity was based on expected LDL-c reduction;
adherence was calculated using a proportion of days covered. Uniting adherence with intensity,
a combined score was created. Based on Cox proportional hazards model, corrections for age,
sex, Charlson Comorbidity Index, and CV risk factors at baseline were added. For each 10%
increase in treatment intensity, adherence or adherence adjusted intensity the MACE risk was
reduced by -17% (HR: 0.83 [0.79-0.87]), -5% (HR: 0.95 [0.94-0.97]), and -14% (HR:0.86 [0.83-0.90]),
respectively. Based on these findings, the authors suggested that future strategies to reduced
CVD risk should be tailored to post Ml patient profiles to improve outcomes.

Ahrens |, Khachatryan A, Monga B et al. Association of Treatment Intensity and Adherence to
Lipid-Lowering Therapy with Major Adverse Cardiovascular Events Among Post-MI Patients in
Germany. Adv Ther 2021. http://www.ncbi.nlm.nih.gov/pubmed/?term=33830461
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