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Abstract

Objective. To assess the dynamics of atherogenic lipopro-

teins and estrogens during the management of dyslip-

idemia with PCSK-9 inhibitors in patients with coronary 

artery disease (CAD) and various comorbidities.

Materials and methods. The study included 114 men 

with CAD and very high cardiovascular risk. All patients 

were divided into three groups: group 1 —  patients with 

CAD (n=39), group 2 —  patients with CAD in combination 

with type  2 diabetes mellitus (T2DM) (n=38), group 3 —  

patients with CAD in combination with stages IIIA-IIIB of 

chronic kidney disease (CKD) (n=37). All study participants 

were administered with intense treatment with statins + 

ezetimibe. In case when target levels of low-density lipo-

protein cholesterol (LDL–C) were not achieved, alirocum-

ab was added to treatment with the control of lipid profile 

and estrogens levels for 12 months.

Results. In group 1 97.4 % of patients (n=38) achieved target 

LDL–C level that decreased by 73.9 % from 4.41±0.19 mmol/l 

to 1.15±0.15 mmol/l (p<0.001); in group 2 94.7 % of patients 

(n=36) achieved target LDL–C level that decreased by 74.2 % 

from 4.62±0.25 mmol/l to 1.19±0.12  mmol/l (p<0.001), in 

group 3 91.9 % of patients reached target values (n=34) 

and LDL–C decreased by 73.5 % from 4.60±0.20 mmol/l to 

1.22± 0.09 mmol/l (p<0.001). The level of estradiol after 12 

months after treatment with alirocumab increased by 8.3 % 

(p=0.39) in group 1, by 7.7 % (p=0.36) —  in group 2, by 8.5 % 

(p=0.31) —  in group 3.

Conclusion. Thus, the use of PCSK9 inhibitors in combi-

nation with optimal lipid-lowering therapy in patients with 

very high cardiovascular risk showed clear effectiveness 

in patients with CAD  without comorbidities. In all study 

groups, plasma estradiol level statistically insignificantly 

increased after alirocumab treatment.
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Introduction
Cardiovascular mortality has been one of the most 

important issues of cardiology for a long time. Despite 

all the advances of modern medicine, cardiovascular 

diseases (CVDs) and coronary artery disease (CAD) in 

particular remain the main causes of death world-

wide [1]. In recent years, the feasibility of invasive 

treatment of coronary arteries has increased, howev-

er, the pharmacological treatment remains the first-

line therapy for stable CAD and its secondary preven-

tion [2, 3]. The pathophysiologic substrate for CAD is 

atherosclerosis that progresses due to the influence 

of several risk factors. The main modifiable cardio-

vascular risk factor is dyslipidemia that is reflected 

by the increase of low-density lipoprotein cholesterol 

(LDL–C) [4]. In addition to dyslipidemia, many stud-

ies have established that the level of female sex hor-

mones plays a pivotal role along with many less sig-

nificant risk factors for the development of CAD [5–7]. 

Back in 1965, A.L. Myasnikov suggested that estrogen 

could activate the phagocytic function of reticuloen-

dothelial system that contributed to elimination of 

cholesterol.

Previously, the authors have shown the improve-

ment of cholesterol:phospholecetin index that could 

prevent the development of atherosclerosis [8, 9]. 

Most authors point out that estrogens improve plas-

ma lipid profiles (decrease the level of LDL–C  and 

total cholesterol, increase the level of high-density 

lipoprotein cholesterol (HDL–C) [10–13], as well as 

cholesterol metabolism in the vascular wall (inhib-

its the processes of its uptake and degradation) that 

explains anti-atherosclerotic mechanism of endog-

enous estrogens and estrogen replacement therapy 

[14–16].

According to the latest clinical guidelines, the de-

crease of atherogenic lipoproteins in response to 

drug therapy in patients with CAD should be assessed 

by the achievement of target LDL–C levels, depend-

ing on cardiovascular risk (CVR) category [17]. For a 

long time, the main lipid-lowering medications were 

hydroxymethylglutaryl-coenzyme-A reductase in-

hibitors (statins), however only 21 % of patients, who 

received such therapy, achieved target LDL–C  lev-

els [18]. In case when target LDL–C  levels couldn’t 

be achieved with optimal lipid-lowering therapy, it is 

recommended to prescribe other groups of lipid-low-

ering medications —  monoclonal antibodies, propro-

tein convertase subtilisin/kexin type 9 (PCSK9)  en-

zyme  inhibitors [19] that showed the achievement 

of target LDL–C parameters in over 90 % of patients 

[20].

To date, data on estrogens dynamics during the 

treatment with PCSK9 inhibitors are limited. Some 

studies have shown lower concentration of PCSK9 in 

men compared with women [21]. In addition, the level 

of PCSK9 enzyme increases with age in women, while 

decreases in men [22]. This fact may be explained by 

the influence of female sex hormones —  increased 

level of estrogen contributes to the decrease of 

PCSK9 [23].

The aim of this study is the assessment of athero-

genic lipoproteins and estrogen dynamics in patients 

with CAD who were prescribed with PCSK9 with sev-

eral concomitant diseases.

Materials and methods
This open prospective study was carried out at Moscow 

Regional Hospital named after prof. V.N. Rozanov. 

The study was approved by the local ethics commit-

tee (protocol No. 3 dated March 16, 2020, Kursk State 

Medical University of the Ministry of Healthcare of 

Russian Federation), all the participants signed an 

informed consent form. All study participants had 

permanent registration at Moscow Region and were 

included into the preferential category of citizens 
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(PCSK9 inhibitors in the Moscow Region are provided 

according to regional program and by the means of 

federal compulsory medical insurance fund using the 

clinical and statistical group ds36.004).

The study included 114 men (mean age 59.22 ± 5.74 

years) with CAD, very high CVR and primary dyslip-

idemia, who required secondary prevention of CVD. 

Study participants were divided into 3 groups depend-

ing on the presence of concomitant diseases: group 

1 —  with CAD only (n= 39); group 2— with CAD and type 

2 diabetes mellitus (T2DM) (n=38); group 3 —  with the 

presence of CAD and stages IIIA-IIIB of chronic kidney 

disease (CKD) (n=37).

All the patients were examined during 8 visits. 

Study design is presented in Scheme 1. The first visit 

included standard medical examination and the pre-

scription of maximum tolerated dose of atorvastatin. 

After 4 weeks, at second visit, the achievement of tar-

get LDL–C  level according to the European Society 

of Cardiology (ESC) was assessed [17]. In case when 

target parameters were not achieved, patients were 

prescribed with 10  mg of ezetimibe once a day. At 

the third visit, 4 weeks after, the effect of lipid-low-

ering therapy was repeatedly assessed. Patients 

who showed LDL–C level over 1.4 mmol/l were pre-

scribed with 150 mg of alirocumab additionally to pre-

vious treatment, subcutaneously once every 14 days 

(PRALUENT, SANOFI, France). The analysis of lipid 

profile and estradiol levels, after the prescription 

of alirocumab, was carried out at the next 5 control 

points: at 1st, 3d, 6th, 9th and 12th month of treatment.

The study inclusion criteria were: male gender, age 

from 50 to 69 years, confirmed diagnosis of CAD, very 

high CVR, lack of achievement of LDL–C target goals 

with the prescription of atorvastatin and ezetimibe in 

maximum tolerated dose, the absence of contraindi-

cations for the prescription of PCSK9 inhibitors.

The non-inclusion criteria were: the achievement 

of LDL–C targets with the prescription of atorvasta-

tin and ezetimibe in maximum tolerated dose, stage 

III  chronic heart failure (according to Vasilenko-

Strazhesko classification) with left ventricular ejec-

tion fraction less than 30 %, individual intolerance to 

PCSK9 inhibitors, the decrease of LDL–C level of less 

than 0,5 mmol / l, obesity with a body mass index of 

less than 40.5; fasting triglycerides (TG) level over 

4.52 mmol /l.

Fasting blood samples for biochemical assays were 

collected once, from the cubital vein in the morning, 

12 hours after the last meal. The analysis was carried 

out using automatic biochemical analyzer BS-120 

Mindray (China). The lipid panel included the param-

Scheme 1. Study design
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eters of total cholesterol (TC), LDL–C, high-density 

lipoproteins cholesterol (HDL–C), triglycerides (TG).

The statistical analysis was performed using SPSS 

23.0 software (IBM USA). The normality of distribution 

was assessed using the Kolmogorov–Smirnov test 

with the Lilliefors correction (for the entire sample) 

or the Shapiro–Wilk test (for groups with less than 50 

participants). Quantitative features are presented as 

M  ± SD  for normally distributed parameters, where 

M  is the arithmetic mean, SD —  the standard devia-

tion; the parameters that deviated from normal dis-

tribution are presented as median and quartiles (Me 

[Q1; Q3]). The qualitative parameters are presented 

in absolute numbers and/or percentage. The signif-

icance of differences between groups quantitative 

variables was assessed using the Kruskal–Wallis test 

(between three groups) and Mann–Whitney test (be-

tween two groups), the Wilcoxon test was used for de-

pendent samples. Two-tailed Fisher’s or chi-squared 

tests were used to assesses differences between 

quality variables. A p-value of <0.05 was taken to infer 

statistical significance.

Results
Before the inclusion into the study all the patients 

had comparable lipid panel parameters and comor-

bid diseases. Clinical characteristics of patients at 

baseline are presented in table 1.

The primary screening of the study participants 

showed that the vast majority of patients had classes 

1–2 of obesity, arterial hypertension, and the history 

of smoking. Before the inclusion into the study, pa-

tients were prescribed with various dosages of statins 

without the achievement of LDL–C targets. At the first 

visit, atorvastatin at a maximum dose of 80 mg/day 

was administered in all patients. Atorvastatin intol-

erance was confirmed in 16.7 % of patients (n=19) 

and required complete medication discontinuation in 

12 patients and dose reduction to 40 mg in 5 patients. 

After 4 weeks of treatment, LDL–C  level was as-

sessed. In group 1, the level of LDL-С decreased from 

4.41±0.19 mmol/l to 2.63±0.15 mmol/l (p<0.001), in 

group 2 —  from 4.62±0.25 mmol/l to 2.71±0.09 mmol/l 

(p<0.001), group 3 —  from 4.60±0.20 mmol/l to 

2.69±0.08 mmol/l (p<0.001). At this point all patients 

were prescribed with ezetimibe, which caused the in-

tensification of lipid-lowering response. Four weeks 

after, LDL–C  reached 2.28±0.08 mmol/l in group 1, 

2.32±0.07 mmol/l —  in group 2, 2.33±0.07 mmol/l —  

in group 3. Since none of the patients reached 

LDL–C  targets, alirocumab was added to treatment 

in all patients with the control of estradiol levels at all 

subsequent control points. Further dynamics of lipid 

profile and estradiol in the study groups are present-

ed in figure 1.

Alirocumab intolerance was reported in 6 patients 

and lead to the exclusion of these patients from the 

study. In 12 months after the prescription of PCSK9 

inhibitors, 108 patients achieved LDL–C  targets; in 

group 1–97.4 % (n=38), in group 2–94.7 % (n=36), in 

group 3–91.9 % (n=34). The final LDL–C level in group 

1 was 1.15±0.15 mmol/l that was 73.9 % lower com-

pared with baseline, in group 2–1.19±0.12 mmol/l and 

decreased by 74.2 %, in group 3–1.22±0.09 mmol/l 

Table 1. Clinical characteristics of patients at baseline

Parameters CAD (n= 39) CAD+ T2DM (n= 38) CAD+ CKD IIIA-IIIB (n= 37) p

Age, years 60,94± 5,88 60,55± 6,21 59,22± 5,74 0,43

Obesity —  class 1–2 59 % (N=23) 63 % (N= 24) 70 % (N= 26) — 

Smoking 74 % (N=29) 84 % (N= 32) 92 % (N= 34) — 

Arterial hypertension 90 % (N=35) 90 % (N= 34) 86 % (N= 32) — 

Myocardial infarction 39 % (N=15) 53 % (N= 20) 38 % (N= 14) — 

PCI/CABG 54 % (N=21) 68 % (N= 26) 46 % (N= 17) — 

Lower extremity atherosclerosis 31 % (N=12) 32 % (N= 12) 27 % (N= 10) — 

Atrial fibrillation 31 % (N=12) 39 % (N= 15) 30 % (N= 11) — 

TC, mmol/l 6,45± 0,29 6,67± 0,21 6,69± 0,15 0,001

LDL–C, mmol/l 4,41± 0,18 4,62± 0,24 4,60± 0,20 0,001

HDL–C, mmol/l 0,70± 0,08 0,71± 0,09 0,69± 0,11 0,15

TG, mmol/l 2,09± 0,46 2,06± 0,40 1,99± 0,39 0,49

Atherogenic index 8,24± 1,12 8,55± 1,17 8,92± 1,24 0,14

Note. Significance levels are indicated for the Kruskal–Wallis test.
p —  the level of significance of differences between study groups, quantitative variables are presented as means and standard deviations 
(M±SD); qualitative variables are presented as %.
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Figure 1. The dynamics of lipid profile and estradiol during 12-months alirocumab treatment: a — in patients with CAD, b — in patients 
with CAD in combination with T2DM, c — in patients with CAD and IIIA–IIIB stages of CKD.

а

b

c
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and decreased by 73.5 %. Alirocumab showed sta-

tistically significant (p<0.001) changes of all lipid 

profile parameters already 4 weeks after treatment 

initiation (2 injections). The TC level decreased from 

4.32±0.08  mmol/l to 3.13±0.15 mmol/l (p<0.001) 

4  weeks after and to 2.53±0.16 mmol/l (p<0.001) 

12 months after the addition of alirocumab in group 1; 

from 4.40±0.08 mmol/l to 3.29±0.08 mmol/l (p<0.001) 

4 weeks after and reached 2.57±0.09 mmol/l (p<0.001) 

12 months after in group 2; from 4.40±0.08  mmol/l 

to 3.31±0.11  mmol/l (p<0.001) 4  weeks after and 

reached 2.57±0.11  mmol/l (p<0.001) 12  months 

after in group  3. The TG level decreased from 

1.94±0.42  mmol/l to 1.74±0.36 mmol/l (p=0.04) 

in 4 weeks and to 1.13±0.34 mmol/l (p< 0.001) in 

12 months of alirocumab treatment in group 1; from 

1.94±0.37 mmol/l to 1.74±0.36  mmol/l (p=0.02) in 4 

weeks and to 1.11±0.34 mmol/l (p<0.001) in 12 months 

in group  2; from 1.81±0.33  mmol/l to 1.64±0.31 

(p=0.02) in 4 weeks and to 1.07±0.31 mmol/l (p<0.001) 

in 12 months in group 3, respectively. The level of 

HDL–C in group 1 increased from 0.76±0.08 mmol/l to 

0.82±0.08 mmol/l (p<0.01) after 4 weeks of treatment 

and to 1.10±0.07 mmol/l (p<0.001) in 12 months; in 

group 2 —  from 0.76±0.07 mmol/l to 0.80±0.06 mmol/l 

(p<0.01)in 4 weeks and to 1.09±0.08 mmol/l (p<0.001) 

in 12 months; in group 3 —  from 0.73±0.07  mmol/l 

to 0.82±0.08 mmol/l (p<0.001) in 4 weeks and to 

1.13±0.06 mmol/l (p<0.001) in 12 months. The analysis 

of estradiol dynamics showed high variability of this 

parameter in all groups that is most likely associated 

with the individual features of endocrine status in men 

(Fig. 2). The level of estradiol increased by 8.3 % —  

from 149.13±87.30 pmol/l to 162.64±86.14  pmol/l 

(p=0.39) during the study follow-up; in the group 2 —  

by 7.7 % —  from 153.95±71.50 pmol/l to 166.89±71.01 

pmol/l (p=0.36); in group 3 —  by 8.5 % —  from 

121.92±67.16 pmol/l to 133.30±68.40 pmol/l (p=0.31).

Discussion
In current study patients with CAD and very high CVR 

were prescribed with hypolipidemic therapy with 

PCSK9 inhibitors for 12 months. The achievement of 

target LDL–C level was the objective of treatment.

Over 90 % of all study participants reached target 

LDL–C parameters. The most prominent response to 

alirocumab treatment was observed in patients with 

CAD without concomitant diseases (group 1), where 

the final LDL–C  level was 1.15±0.15 mmol/l, in pa-

tients with CAD in combination with T2DM (group 2), 

the final LDL–C level was 1.19±0.12 mmol/l, and in pa-

tients with CAD in combination with IIIA-IIIB stages of 

CKD (group 3) the hypolipidemic effect was the lowest 

and the final LDL–C level was 1.22±0.09 mmol/l that 

is consistent with the data of large clinical studies 

confirmed by meta-analyses, such as FOURIER [24], 

where 97 % of patients with CAD reached LDL–C tar-

get values and ODYSSEY OUTCOMES [25], where after 

Figure 2. The dynamics of estradiol in study groups before and after the treatment with alirocumab.
Note. Significance levels are indicated for the Wilcoxon T-test; p — the significance of differences in estradiol level between baseline and 

the end of treatment with alirocumab.
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12 months of alirocumab use, average LDL–C  level 

reached 1.2 mmol/l that is not consistent with the re-

sults of smaller foreign and domestic trials.

Thus, according to the results of similar clin-

ical study from Netherlands, the prescription of 

PCSK9 inhibitors allowed to achieve LDL–C  level of 

< 1.8 mmol/l in 67.1 % of patients [26]. According to 

data from Israel Lipid Center, combined lipid-lower-

ing therapy with PCSK9 inhibitors allowed 50 % of pa-

tients to achieve LDL–C concentration of < 1.8 mmol/l 

[27]. According to the retrospective chart review study 

from the National Research Center for Therapy and 

Preventive Medicine, the prescription of PCSK9 in-

hibitors additionally to optimal lipid-lowering thera-

py resulted in LDL–C of < 1.8 mmol in 78.3 % of pa-

tients and < 1.4 mmol / l —  in 57.7 % of patients [28] 

that is significantly lower compared with the results 

of our study and may be explained by higher baseline 

LDL–C levels in the above studies, and the inclusion 

of patients with familial hypercholesterolemia.

In current study, total LDL–C level decrease reached 

73.9 % in group 1, 74.2 % —  in group 2, 73.5 % —  in 

group 3 that differs from the results of studies from 

other countries. According to the results of large 

multicenter FOURIER and ODYSSEY OUTCOMES [24, 

25] studies, the total reduction of LDL–C  reached 

85 % that is significantly higher compared with our 

results, and can be associated with longer use of 

PCSK9 inhibitors (36 months). According the French 

Lipid Center, the prescription of triple lipid-lowering 

therapy (statin + ezetimibe + PCSK9 inhibitor) result-

ed in the reduction of LDL–C level only by 66.3 % from 

baseline   [29], which is lower compared with our study 

and may be associated with the inclusion into this 

study of patients with heterozygous familial hyper-

cholesterolemia.

Our study showed good statin tolerability (16.7 %) 

and low incidence of adverse reactions to PCSK9 in-

hibitors intake (5 %). In other lipid centers and accord-

ing to outpatient practice, statin intolerance ranges 

from 31.6 % to 77.0 % [27–28, 30–31], intolerance to 

PCSK9 inhibitors —  from 10.0 % to 15.5 % [26, 27].

Estradiol blood level statistically insignificantly in-

creased in all study groups after the addition of ali-

rocumab into treatment. In group 1, estrogen level 

increased by 8.3 % 12 months after the prescription 

of PCSK9 inhibitors, in group 2 —  by 7.7 %, in group 

3 —  by 8.5 %, respectively. It is noteworthy that this 

indicator had high variability (from 21 to 282 pmol/l), 

associated with individual characteristics of patient’s 

endocrine status.

Conclusion
Thus, the use of PCSK9 inhibitors in combination with 

optimal lipid-lowering therapy in patients with very 

high CVR showed the most pronounced response 

in patients with CAD  without comorbid diseases. 

Patients with comorbidities (CAD  with T2DM  and 

IIIA-IIIB stages of CKD) showed lower response to 

alirocumab. At the same time, over 90 % of patients 

reached LDL–C targets.

The level of estradiol statistically insignificantly in-

creased in all study groups that may be associated 

with HDL–C increase.

The obtained results require further investigation 

in the framework of large clinical trials.

Conflict of interest: none declared.

References
1. Roth  G. A., Mensah  G. A., Fuster  V. The Global Burden of 

Cardiovascular Diseases and Risks: A Compass for Global 

Action. J Am Coll Cardiol. 2020;76(25):2980–2981. PMID: 

33309174. http://doi.org/10.1016/j.jacc.2020.11.021

2. Pinho-Gomes A. C., Azevedo L., Ahn J. M. et al. Compliance With 

Guideline-Directed Medical Therapy in Contemporary Coronary 

Revascularization Trials. J Am Coll Cardiol 2018;71:591–602.

3. Kuznetsov  A. A., Mal  G. S. Secondary prevention of coro-

nary heart disease and PCSK9 inhibitors. Therapy. 2021; 2; 

105–111. Russian. doi: https://dx.doi.org/10.18565/thera-

py.2021.2.105–111.

4. Yusuf  S., Hawken  S., Ounpuu  S. Effect of potentially modifi-

able risk factors associated with myocardial infarction in 52 

countries (the INTERHEART study) case-control study. Lancet. 

2004;(364):937–952. DOI: 10.1016/S0140–6736(04)17018–9.

5. Karim  R., Mack  W. J., Lobo  R. A., et al. Determinants of the 

effect of estrogen on the progression of subclinical athero-

sclerosis: Estrogen in the prevention of atherosclerosis trial. 

Menopause. 2005; 12: 366–373.

6. De Villiers TJ, Gass ML, Haines CJ, et al. Global consensus 

statement on menopausal hormone therapy. Climacteric 2013; 

16 (2): 203–204

7. Benn M., Voss S. S., Holmegard H. N., Jensen G. B., Tybjaerg-

Hansen A., Nordestgaard B. G. Extreme concentrations of en-

dogenous sex hormones, ischemic heart disease, and death in 

women. Arterioscler Thromb Vasc Biol. 2015. № 35. Р.471–7.



25

International Heart and Vascular Disease Journal. Volume 10, № 35, September 2022

ISSN: 2311-1623 (Print)

ISSN: 2311-1631 (OnLine)

http://www.heart-vdj.com

8. Perk  J., De  B. G., Gohlke  H., et al. European Guidelines on 

cardiovascular disease prevention in clinical practice (version 

2012). The Fifth Joint Task Force of the European Society of 

Cardiology and Other Societies on Cardiovascular Disease 

Prevention in Clinical Practice (constituted by representatives 

of nine societies and by invited experts). Eur Heart  J. 2012. 

№ 33. Р.1635–1701.

9. Beibalayeva  A. M., Kudaev  M. T., Gadzhieva  T. A. Evaluation of 

the role of sex hormones in the development of myocardial in-

farction in postmenopausal women. Modern science. 2020: 4 

(2): 68–71. Russian. DOI 10.37882/2223–2966.2020.04–2.05.

10. Thurston  R. C., Christie  I. C., Matthews  K. A. Hot flashes and 

cardiac vagal control: a link to cardiovascular risk? Menopause. 

2010; 17 (3): 456–61.

11. Neufeld  I. V., Kuznetsova M. V., Zhirnyakov A. I. et al. The role 

of estrogens in the autonomic regulation of the cardiovascu-

lar system in menopause. Pulse medical and pharmaceutical 

journal. 2021: 23 (6): 167–173. Russian. 2021: 23 (6): 167–173). 

DOI: 10.26787/nydha-2686–6838-2021–23-6–167-173

12. Wang  H., Li  Y., Wang  X. et al. Endogenous sex hormone lev-

els and coronary heart disease risk in postmenopausal wom-

en: a meta-analysis of prospective studies. European Journal 

of Preventive Cardiology. 2017. Vol. 24. №  6. P. 600–611. 

DOI 10.1177/2047487317693133.

13. Guo C. L., Zhao G. A., Lin. F. et al. Estradiol promotes autophagy 

through the pten/akt signaling pathway to participate in coro-

nary artery disease. Chinese Journal of New Drugs. 2019. Vol. 

28. № 19. P. 2380–2386.

14. Harman  S. M., Vittinghoff  E., Brinton  E. A., et al. Timing and 

duration of menopausal hormone treatment may affect cardio-

vascular outcomes. Am J Med 2011; 124 (3): 199–205.

15. Grady  D., Herrington  D., Bittner  V., et al. HERS Research 

Group. Cardiovascular disease outcomes during 6.8 years of 

hormone therapy: Heart and Estrogen/progestin Replacement 

Study follow-up (HERS II). JAMA 2002; 288 (1): 49–57.

16. Wagner J., Clarkson T., StClair R. et al. Estrogen and proges-

terone therapy reduces low density lipoprotein accumulation 

in the coronary arteries of surgically postmenopausal cynomo-

lgus monkeys. J Clin Invest. 1991; (88): 1995–2002.

17. 2019 ESC/EAS Guidelines for the management of dyslipidae-

mias: lipid modification to reduce cardiovascular risk. The Task 

Force for the management of dyslipidaemias of the European 

Society of Cardiology (ESC) and European Atherosclerosis 

Society (EAS). Eur Heart  J. 2020;41(1):111–188. doi:10.1093/

eurheartj/ehz455

18. Kotseva K., Wood D., De Bacquer D. et al. EUROASPIRE IV: A 

European Society of Cardiology survey on the lifestyle, risk fac-

tor and therapeutic management of coronary patients from 24 

European countries. Eur J Prev Cardiol. 2016; 23(6): 636–48. 

doi: 10.1177/2047487315569401

19. Mach  F., Baigent  C., Catapano  A. L. et al. 2019  ESC/EAS 

Guidelines for the management of dyslipidaemias: lipid mod-

ification to reduce cardiovascular risk: The Task Force for the 

management of dyslipidaemias of the European Society of 

Cardiology (ESC) and European Atherosclerosis Society (EAS). 

Eur Heart  J. 2020;41(1):111–88. doi:10.1093/EURHEARTJ/

EHZ455

20. Kuznetsov A. A., Mal. G. S. Coronary heart disease and chron-

ic kidney disease: the possibilities of PCSK9 inhibitors in 

the achievement of atherogenic lipoproteins target values. 

Innovative Medicine of Kuban. 2022: 2 (7): 14–21. Russian. 

doi:10.35401/2541-9897-2022-25-2-14-21

21. Lakoski S. G., Lagace T. A., Cohen J. C., Horton J. D., Hobbs H. H. 

Genetic and metabolic determinants of plasma PCSK9 levels. J 

Clin Endocrinol Metab. 2009; (94): 2537–2543.

22. Baass  A., Dubuc  G., Tremblay  M., Delvin  E. E., O’Loughlin  J., 

Levy E., Davignon.J, Lambert M. Plasma PCSK9 is associated 

with age, sex, and multi ple metabolic markers in a popula-

tion-based sample of children and adolescents. Clin Chem. 

2009; (55): 1637–1645.

23. Persson L, Henriksson P, Westerlund E, Hovatta O, Angelin B, 

Rudling  M. Endogenous estrogens lower plasma PCSK9 and 

LDL cholesterol but not Lp(a) or bile acid synthesis in women. 

Arterioscler Thromb Vasc Biol. 2012; (32):810–814

24. Sabatine  M. S., Giugliano  R. P., Keech  A. C., Honarpour  N., 

Wiviott  S. D., Murphy  S. A., Kuder  J. F., Wang  H., Liu  T., 

Wasserman S. M., Sever P. S., Pedersen T. R., FOURIER Steering 

Committee and Investigators. Evolocumab and Clinical 

Outcomes in Patients with Cardiovascular Disease. N Engl J 

Med. 2017;376 (18):1713–1722. doi: 10.1056/NEJMoa1615664

25. Schwartz G. G., Steg P. G., Szarek M., Bhatt D. L., Bittner V. A., 

Diaz  R., Edelberg  J. M., Goodman  S. G., Hanotin  C., 

Harrington  R. A., Jukema  J. W., Lecorps  G., Mahaffey  K. W., 

Moryusef  A., Pordy  R., Quintero  K., Roe  M. T., Sasiela  W. J., 

Tamby  J. F., Tricoci. P., White  H. D., Zeiher  A. M.; ODYSSEY 

OUTCOMES Committees and Investigators. Alirocumab and 

Cardiovascular Outcomes after Acute Coronary Syndrome. 

N Engl J Med. 2018; 379: 2097–2107

26. Stoekenbroek  R. M., Hartgers  M. L., Rutte  R., et al. PCSK9 

inhibitors in clinical practice: Delivering on the promise? 

Atherosclerosis. 2018; (270): 205–210. doi:10.1016/j.athero-

sclerosis.2017.11.027

27. Zafrir B., Jubran A. Lipid-lowering therapy with PCSK 9-inhibi-

tors in the real-world setting: Two-year experience of a region-

al lipid clinic. Cardiovascular Therapeutics. 2018;36(5):e12439. 

doi:10.1111/ 1755–5922.12439



26

Original Articles

Kuznetsov A. A. et al.

The dynamics of atherogenic lipoproteins and estrogens during the management of dyslipidemia...

doi: 10.24412/2311-1623-2022-34-18-26

28. Blokhina A. V., Ershova A. I., Limonova A. S., et al. PCSK9 inhibi-

tors in clinical practice: experience of a specialized lipid center. 

Rational Pharmacotherapy in Cardiology. 2021;17(6): 808–815. 

Russian. doi: 10.20996/1819-6446-2021-12-01

29. Matta A, Bongard V, Bouisset F, et al. Real-World Efficacy 

of Proprotein Convertase Subtilisin/Kexin Type 9 Inhibitors 

(PCSK9i) in Heterozygous Familial Hypercholesterolemia 

Patients Referred for Lipoprotein Apheresis. Medical Science 

Monitor: International Medical Journal of Experimental 

and Clinical Research. 2021;27:e928784–1. doi:10.12659/

MSM.928784

30. Rane P. B., Patel J., Harrison D. J., et al. Patient Characteristics 

and Real-World Treatment Patterns Among Early Users of 

PCSK9 Inhibitors. Am J Cardiovasc Drugs. 2018;18(2):103–8. 

doi:10.1007/s40256-017-0246-z

31. Beheshti  S. O., Madsen  C. M., Varbo  A., Nordestgaard  B. G. 

Worldwide prevalence of familial hypercholesterolemia: 

meta-analyses of 11 million subjects. J Am Coll Cardiol. 

2020;75(20):2553–66. doi:10.1016/j.jacc.2020.03.057


