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Key publications 
  

Severe AS vascular changes  observed in FH patients 

The increased ASCVD risk in Familial Hypercholesterolemic (FH) patients is well recognized, 

but the focus has been on the age of first events. In this retrospective analysis of 120 FH 

patients hospitalized for CAG, angiographic features were compared to non-FH patients 

(N=234). Patients were matched for sex, age, and diabetes. Those with FH showed increased 

AS manifestations (SYNTAX score). They had more often multivessel disease (P=0.004), 

multiple complex lesions (P=0.022), and significant stenosis location on left circumflex and 

right coronary arteries, more multiple lesions, with an increased rate of bifurcation lesions 

or calcifications (P = 0.021 and P = 0.036, respectively). LDL-cholesterol and age were 

independently associated with anatomical complexity of coronary lesions, OR: 1.948 (1.090–

3.480, P = 0.0240 and OR:1.035 (1.014–1.057, P = 0.001) respectively. In FH patients, LDL-c 

was elevated, with a mean value of 208 mg/dL (174-234 mg/dL), and less than half of these 

patients were using statin therapy. These findings underline the need for more aggressive 

lipid-lowering interventions and preventive management strategies. 

Yao H, Farnier M, Tribouillard L et al. Coronary lesion complexity in patients with 



heterozygous familial hypercholesterolemia hospitalized for acute myocardial infarction: 

data from the RICO survey. Lipids Health Dis 2021; 20:45. 

http://www.ncbi.nlm.nih.gov/pubmed/?term=33947397 

  

Evaluating LDL particles based on size and TG content 

Lipid metabolism contains multiple levels of complexity that are not always fully understood 

by health care professionals managing patients with abnormal plasma lipids. In this post 

hoc analysis of the Japanese patients enrolled in the diabetes regional cohort study (ViNA 

cohort), 1085 diabetic participants were evaluated for LDL-TG and sdLDL plasma 

concentrations. Patients in the highest LDL-TG quartile were more likely to be female or 

using fibrates. The top quartile of sdLDL was associated with male sex, alcohol 

consumption, and characteristics of the metabolic syndrome.  Correlations between high 

LDL-TG concentrations and smoking, alcohol consumption, and apo B, the latter being the 

primary determinant. LDL-TG showed a strong correlation with hsCRP plasma levels, 

independent of other lipid fractions. Mean plasma concentrations of LDL-TG were not 

affected by fasting/non-fasting. Statin uses reduced LDL-TG in contrast with fibrates that 

increased LDL-TG; both drugs reduced sdLDL equally. The authors suggested that LDL-TG 

concentrations were regulated by the number of LDL particles, not by plasma TG 

concentrations. LDL-TG and sdLDL had different metabolic properties; low-grade systemic 

Inflammation showed a stronger association with LDL-TG, whereas higher sdLDL was 

associated with increased metabolic syndrome features. 

Hirano T, Kodera R, Hirashima T et al. Metabolic Properties of Low density Lipoprotein (LDL) 

Triglycerides in Patients with Type 2 Diabetes, Comparison with Small Dense LDL-

Cholesterol. J Atheroscler Thromb 2021. http://www.ncbi.nlm.nih.gov/pubmed/?term=33952832 

  

Legacy effect observed after 8.7 years in HOPE-3 study 

The primary prevention Heart Outcomes Prevention Evaluation (HOPE)-3 study evaluated 

the effects of rosuvastatin 10 mg vs. placebo and 16 mg of candesartan combined with 12.5 

mg of hydrochlorothiazide vs. placebo. After 5.6 years, the trial stopped, and rosuvastatin 

us was associated with a 24% reduction of MACE. The observed mean BP reduction of 6 

mm Hg showed no difference in MACE outcomes between the treated patients and the ones 

assigned a placebo in the overall group but only in the patients with elevated BP. This 

report shows the results after an additional 3.1-year follow-up (in total 8.7 years) to 

determine the benefits in patients that were randomized to the treatment arms vs. the ones 

that had placebo. The primary endpoints in this extended follow-up were MACE-1 (the 

composite of myocardial infarction, stroke, or CV death (major adverse cardiovascular 

event) and MACE-2 (MACE-1 plus resuscitated cardiac arrest, heart failure, or coronary 

revascularization). Of the 11 994 original participants, 9326 (78%) consented to participate in 

https://customer14607.musvc3.net/e/t?q=A%3d3aEh9%26I%3d0%26L%3d8dE%26M%3dAYIhA%26R%3dqRvM2_PSzY_ac_OZ1R_Yo_PSzY_Zh04QvLvCtXCdBd.vSuSla.pB3_PSzY_ZhB_1yUw_ADv_OZ1R_ZoO_txbx_5AC_PSzY_Z7Zmea1jk_txbx_4bAdI_OZ1R_YDafv_1yUw_Ac4cN_PSzY_Z7Zmjdz_1yUw_Ac4cO_PSzY_Z7ZmmZ1de_txbx_4bAdR_OZ1R_YDafcTXMn_R5zK_cE_OL34_Ya_R5zK_bJ0pSXLhEVXyfnd.hUWSXc.RBo_R5zK_bJB_m17w_wFX_OL34_ZaQ_VxNz_9c8jgAz_R5zK_biZYtBlWz_VxNz_fbwft_OL34_YzcHg_m17w_wefcA_R5zK_biZYyEi_m17w_wefcB_R5zK_biZY2AlQt_VxNz_fbwf3_OL34_YzcHNGmx_XnLX_ix_kY9m_un_XnLX_h3p5c.AVjO.Aeu.T6a.oUI_kY9m_unVHUuK1_kY9m_un_XnLX_i3mmX0_kY9Ypd1m_vgQzJliP2BmP2E_OL34_YzbjJ_m17w_wegA0n1bzv.vKG_R5zK_biY1b1_OL34_YzcHiSwH_txbx_4bAdA_OZ1R_YDafhUWSXc.RBo_1yUw_Ac4cIW_txbx_4bBBZ1df%26f%3dJ4Qx0B.LgQ%26rQ%3d5cCc
https://customer14607.musvc3.net/e/t?q=6%3dHXHcN%26F%3dC%26G%3dMaH%26H%3dPVLcP%26O%3dtMAJ5_Khwb_Vr_Lcvg_Vr_Khwb_Uw77LAIy89UFYQa.yN0PoV.596_Khwb_Uw9_4tjt_D9A_Lcvg_WrJ_9ues_J8H_Khwb_ULWpUqkoa_9ues_IYDYY_Lcvg_VGVuf_4tjt_DXIZS_Khwb_ULWpZtj_4tjt_DXIZT_Khwb_ULWpcpkiU_9ues_IYDYh_Lcvg_VGVuMYNcX_WuF5_h5_e68t_oK_WuF5_g0PZXNbRJLnikdt.RZMiHh.HRY_WuF5_g0R_W6wC_gKN_e68t_pKV_LD85_4r5mWQh_WuF5_gYpIy2zE5_LD85_Vrgkj_e68t_ojh8u_W6wC_gjVss_WuF5_gYpI45w_W6wC_gjVst_WuF5_gYpI71z9y_LD85_Vrgks_e68t_ojh8byrn_lVQN_wf_pOMU_zd_lVQN_vkuuq.saZc.sjk.hnf.ei1_pOMU_zdjzZkYi_pOMU_zd_lVQN_wkrclr_pOMXnZ3U_1UgjMbw873vC1z_e68t_ojgZX_W6wC_gjWQrsqph1.lYy_WuF5_gYokgq_e68t_ojh8wA28_9ues_IYDYQ_Lcvg_VGVuRZMiHh.HRY_4tjt_DXIZNM_9ues_IYE7pkiV%26u%3dG7LC7E.GvN%26uL%3dJZFX


the follow-up. Patients assigned to rosuvastatin 10 mg experienced an additional 20% 

reduction in MACE-1 and 17% lower risk for AMC-2 complications. Resulting in an overall 

MACE-1 risk reduction of 21% (0.69-0.89; p=0.005) and 21% lower risk for MACE-2 (0.69-0.89; 

p=0.002). Blood pressure-lowering benefits were absent in both the initial study as well as 

during the 3.1-year follow-up period; however, a 24% reduced MACE-1 risk was observed 

over the 8.7 years of follow-up. The authors concluded that a legacy effect was responsible 

for the improved outcomes observed both for rosuvastatin and candesartan + 

hydrochlorothiazide in patients that were followed for an additional three years after 

cessation of the randomized treatment. Noteworthy is that only 37% of the HOPE-3 

participants were prescribed statin therapy after the end of the active phase of the study. 

Bosch J, Lonn EM, Jung H et al. Lowering cholesterol, blood pressure, or both to prevent 

cardiovascular events: results of 8.7 years of follow-up of Heart Outcomes Evaluation 

Prevention (HOPE)-3 study participants. Eur Heart J 2021. 

http://www.ncbi.nlm.nih.gov/pubmed/?term=33963372 

  

Do end stage renal disease patients benefit from statins? 

The use of statins in patients with advanced renal disease remains enigmatic, promoted, 

and disputed based on conflicting evidence from trials designed to clarify this dilemma. 

This review presents the data from the 4 large studies that included end-stage renal disease 

patients, the 4 D (RCT using atorvastatin 20 mg vs. placebo), the AURORA trial (RCT using 

rosuvastatin 10 mg vs. placebo, the SHARP study (RCT comparing simvastatin 20 mg + 

ezetimibe 10 mg vs. placebo) and the Jung study, a retrospective cohort of 65 404 dialysis 

patients, 41 549 (73.2%) using statins or statins + ezetimibe. Both AURORA and the 4D 

study failed to show improved outcomes in the patients that received statins, in contrast 

with the SHARP and Jung studies where the use of statins (+ ezetimibe) in end-stage renal 

disease patients was associated with a reduction in MACE (SHARP) and improved survival 

(Jung registry). The authors noted that the dosage of rosuvastatin and atorvastatin was 

lower than commonly prescribed for the prevention of ASCVD events, 20-40 and 40-80 mg, 

respectively. Further studies are warranted to clarify if more intensive lipid-lowering by 

using higher dosages or by adding ezetimibe would benefit end-stage renal disease 

patients.  

Abdelnabi M, Eshak N, Almaghraby A et al. Usefulness of statins in end-stage renal 

disease. Proceedings (Baylor University. Medical Center) 2021; 34:361-363. 

http://www.ncbi.nlm.nih.gov/pubmed/?term=33953460 

  

Statins show promising outcomes in liver transplant patients 

In this retrospective analysis of 672 primary orthoptic liver transplants (OLT) performed 

between January 2014 and December 2019, the effect of statin use on VTE risk, hepatic 

https://customer14607.musvc3.net/e/t?q=4%3d8WTaD%26E%3dO%26E%3dCZT%26F%3dFUXaF%26N%3d6K1IG_IXvn_Th_KotW_U4_IXvn_Sm6IJ1HA6yTRWGZ.ALzO1T.u8H_IXvn_Sm8_FrZs_P71_KotW_V4H_ytqq_07U_IXvn_SBV2aar2g_ytqq_9XPWI_KotW_USTkm_FrZs_PV9Yf_IXvn_SBV2fdq_FrZs_PV9Yg_IXvn_SBV2iZrva_ytqq_9XPWR_KotW_USTkTlTMe_j1zB_uA_OCKz_YR_j1zB_tF0gkTLYWRXpxjd.YmSSOu.NBf_j1zB_tFB_dI3w_nXT_OCKz_ZRi_RxEH_2h4ycAu_j1zB_teZPA4kRG_RxEH_bbnxl_OCKz_YquDf_dI3w_nwbc6_j1zB_teZPF7h_dI3w_nwbc7_j1zB_teZPI3kLA_RxEH_bbnxu_OCKz_YquDMB4p_WicP_hs_2Q8h_Bf_WicP_gx7wb.6mbN.6vm.S1r.gTD_2Q8h_BfUClmJv_2Q8h_Bf_WicP_hx4eW5_2Q8X8R1h_CgPmadhKI6hKG2_OCKz_YqtfI_dI3w_nwcA55sauC.nJB_j1zB_teYrss_OCKz_YquDhND0_ytqq_9XPWA_KotW_USTkYmSSOu.NBf_FrZs_PV9YaS_ytqq_9XQ5Zrvb%26k%3dFIJ36Q.ElM%267J%3d0YRV
https://customer14607.musvc3.net/e/t?q=8%3d6aSeB%26I%3dN%26I%3dAdS%26J%3dDYWeD%26R%3d5OyMF_MVzm_Xf_OnxU_Y3_MVzm_Wk0HNyL00wXQaEd.0PxSzX.sBG_MVzm_WkB_EvXw_OAy_OnxU_Z3L_wxpu_8AS_MVzm_W0Z1mapzs_wxpu_7bOaI_OnxU_YRXik_EvXw_OZ7cd_MVzm_W0Z1rdo_EvXw_OZ7ce_MVzm_W0Z1uZptm_wxpu_7bOaR_OnxU_YRXiRjfMc_hCz0_sM_OAIB_YP_hCz0_rR0eifLWUdXnvvd.WkeSMs.ZBd_hCz0_rRB_bGEw_lVf_OAIB_ZPg_dxCF_6f8xoAs_hCz0_rqZNxFkP4_dxCF_nblvx_OAIB_YosPf_bGEw_lunc4_hCz0_rqZN3Ih_bGEw_lunc5_hCz0_rqZN6EkJx_dxCF_nblv7_OAIB_YosPM0q2_WgPb_hq_oc8f_yr_WgPb_gvt9b.4ZnN.4iy.Sye.sTB_oc8f_yrUAYyJt_oc8f_yr_WgPb_hvqqW3_oc8aEXsf_zsEkYphI6GhJ3L_OAIB_YorrI_bGEw_luoA3r5asz.zJ0_hCz0_rqYpf5_OAIB_YosPhL1L_wxpu_7bOaA_OnxU_YRXiWkeSMs.ZBd_EvXw_OZ7cYe_wxpu_7bP9Zptn%26i%3dJHN10P.IjQ%266N%3d8cQZ


 

artery complications, graft failure, and death were evaluated. The 80 patients (11.9 %) that 

used statins were compared with the 592 patients that did not take statins. Overall, VTE 

events were observed in 47 (7.0%) of patients, Hepatic artery complications in 40 (6.0%). 

Graft failure occurred in 42 (6.1) patients, and 61 (9.1%) died. In patients that used statins, 

VTE complications were not observed; VTE ‘s were observed in 7.9% of patients not using 

statins. A similar trend was noted for hepatic artery complications, 1.2% vs. 6.8%; 

hyperlipidemia was associated with a 2.1-fold increase in the risk for this complication 

(P=0.05). The combination of thrombotic-free survival (absence of DVT, PE, CAM, MI, HAC, 

and death) was statistically significantly better in statins users (90%) vs. those that were not 

using statins 73.9%); HR: 0.37 (P=0.001). The methodological limitation of this study does 

not allow to draw cause-effect conclusions but warrant prospective studies to examine the 

consequences of statin use in liver transplant patients. 

Frasco PE, Aqel B, Alvord JM et al. Statin therapy and the incidence of thromboembolism 

and vascular events following liver transplantation. Liver transplantation : official 

publication of the American Association for the Study of Liver Diseases and the 

International Liver Transplantation Society 2021. 

http://www.ncbi.nlm.nih.gov/pubmed/?term=33964102  
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