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1. RECOMMENDATIONS

A. The cardiovascular risk profile, including the lipid profile, should be as-
sessed in all DM patients. The frequency of follow-up examinations
should be adjusted to the characteristics of the patient, particularly
their functional status and life expectancy.

B. Prevention of cardiovascular complications in geriatric DM patients
should be based on a risk profile derived from standard algorithms and
adapted to the characteristics of the patient and their life expectancy
based on a comprehensive geriatric assessment.

C. Lifestyle interventions (diet, physical activity) should be recommended
and tailored to the patient’s functional and nutritional status. For pa-
tients with good functional status and life expectancy statin therapy, if
necessary, should be indicated as secondary prevention.

D. In patients with good functional status and life expectancy who already
take statins as a primary prevention, it is appropriate to continue treat-
ment, especially if the patient has a high cardiovascular risk. Treat-
ment initiation with statins as a primary prevention must be carefully
assessed on the basis of cardiovascular risk and as part of an overall
assessment of the patient’s treatment.

E. In patients with good functional status and life expectancy, use of
ezetimibe, PCKS9 inhibitors, fibrates, and icosapent ethyl for treatment
of hypercholesterolemia not controlled by statins alone or severe hy-
pertriglyceridemia may be considered.

F. Pharmacological interventions must be prescribed in frail or functional-
ly-compromised patients taking into account the increased risk/benefit
ratio, with particular reference to the risk of adverse effects at the mus-
cular level and pharmacological interactions related to polypharmacy.

G. Lipid-lowering therapy targets should not be strictly applied, especially
in patients with frailty or functional impairment.

2. STRENGTH OF THE RECOMMENDATIONS

The quality of the evidence is moderate. Recommendations are supported 
by published evidence and best practice.

3. SUPPORTING EVIDENCE

See appendix. 
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4. AREAS OF UNCERTAINTY AND FUTURE 
PERSPECTIVES

Information on older persons is limited because they are 
systematically excluded from clinical trials and safety 
and effectiveness data may not always be extrapolated 
from younger samples. More real-life studies are needed 
to have a better estimate of the actual efficacy and ef-
fectiveness of lipid lowering strategies in older people. 
Bempedoic acid seems to hold promise as a cholesterol-
lowering agent, but the evidence is still limited. 

APPENDIX 

The prevention of cardiovascular complications plays a 
major role in the management of DM. Atherosclerotic 
cardiovascular disease (ASCVD) is the main cause of 
morbidity and mortality in people with DM. The impact 
of ASCVD is greater in older people: data from the 
Italian Higher Institute of Health (Istituto Superiore di 
Sanità, ISS) (https://www.epicentro.iss.it/igea/diabete/
prevalenza_comp_macro) show an incidence of cardio-
vascular events of 43.9/22.9 (men/women) per thou-
sand DM patients aged 60-64, which rises to 58.4/46.5 
per thousand persons aged over 75. Older people have 
a greater incidence of cardiac disorders and cerebro-
vascular events than younger people 1. Therefore, there 
needs to be more effective prevention of such com-
plications in geriatric patients, while considering their 
individual characteristics. 
Lipid-lowering therapy, together with antihypertensives, 
is one of the cornerstones of preventing cardiovascular 
complications. However, deciding on a preventive strat-
egy must be based on reliable information on the course 
of the condition being prevented, the effectiveness 
of the intervention, and the time period during which 
the intervention will have the most significant impact 2. 
Information on older persons is limited because they 
are systematically excluded from clinical trials. Never-
theless, there is some evidence on the effectiveness of 
lipid-lowering therapy in geriatric patients, although no 
studies have specifically focused on geriatric DM pa-
tients. In the general older population, the PROSPER 
trial have shown a 24% reduction of cardiovascular 
mortality in people treated with pravastatin 3. A meta-
analysis of two primary prevention trials with statins 
(JUPITER and HOPE) reported a 26% reduction in the 
combined risk of non-fatal myocardial infarction, non-
fatal strokes, and cardiovascular death in a sub-group 
of patients aged 70 and over treated with rosuvastatin 
compared to patients treated with placebo 4. 
Similar positive results have been reported for the 
secondary prevention of major cardiovascular events 

(stroke/TIA and major coronary events) in patients aged 
≥ 65 years who had experienced a recent cerebrovas-
cular event 5. The PROVE IT-TIMI22 trial reported that 
achieving target LDL cholesterol levels in patients aged 
≥ 70 with a recent acute coronary syndrome was as-
sociated with a 40% reduction in the composite risk 
of unstable angina, myocardial infarction, or death over 
two years  6. These findings have been confirmed in 
observational studies of patients aged 75 and over  7. 
A recent meta-analysis showed strong evidence for 
the effectiveness of statins for secondary prevention in 
older people, while there is uncertainty about the ef-
ficacy as a primary prevention strategy 8. 
On the basis of the above evidence, there does not 
seem to be an indication to start lipid-lowering therapy 
with statins for primary prevention in people over 75 
years, while this therapy can be considered for second-
ary prevention in this age group. In frail patients, low 
doses must be used and the standard targets (LDL 
< 80 mg/dl or < 70 mg/dl in patients with cardiovascu-
lar disease, HDL >= 40 mg/dl, triglycerides < 200 mg/
dl) do not need to be strictly applied. 
In patients with good functional status and life ex-
pectancy in which LDL are not adequately controlled, 
ezetimibe or proprotein convertase subtilisin/kexin type 
9 (PCSK9) inhibitors (alirocumab, evolocumab) on top 
of statins, or as a standalone therapy when statins are 
not tolerated or contrainicated, further contribute to 
LDL-C reduction and may be considered. In a study 
on patients aged >= 75 years, ezetimibe reduced the 
risk of an outcome composite of sudden cardiac death, 
myocardial infarction, coronary revascularization, and 
stroke. The trial, however, was open-label, had a large 
number of patients lost to follow-up and was terminated 
early because of increment of competing risks 9. With 
respect to PCK9-inhibitors, no data specific for older 
people, although a subanalysis of the ODYSSEY trial 
confirmed the positive effects of alirocumab in patients 
with age >= 65 years 10. 
Always in patients in which there is a reasonable life 
expectancy and are in good functional status, hyper-
triglyceridemia associated with low HDL-cholesterol 
concentration may benefit from fibrates as an add-on 
therapy, but no evidence exists on older patients, there-
fore caution must be used in establishing the indica-
tion and following-up for potential side effects. In these 
patients the presence of hypertriglyceridemia with low 
LDL-concentration despite statin use may also benefit 
from icosapent ethyl, with the same caveats as fibrates 
and with special attention to the risk for atrial fibrillation 
and bleeding, that were slightly more frequent in the 
intervention group of the REDUCE-IT trial 11. 
Recently, bempedoic acid has become available as 
a lipid-lowering drug for patients who do not tolerate 
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statins or do not reach target LDL cholesterol concen-
tration despite maximized therapy with statins. The 
target enzyme of this drug (ATP citrate liase) is not 
expressed in muscular cells and this make this drug 
of particular interest in older people in which muscular 
function is frequently impaired in the context of sarco-
penia. However, no information on its safety in older 
people is yet available, and no recommendation has 
been issued about its use in this population. 
In conclusion, it must be emphasized that the choice 
of preventive strategy must take the individual patient’s 
condition into account. The American Diabetes Associ-
ation’s guidelines underline that lipid-lowering therapeu-
tic strategies must take life expectancy into account 12, 
while the International Diabetes Federation’s guidelines 
have specific recommendations based on the function-
al status of the patient (independent, dependent/frail/
dementia, terminal) 13. Adapting the treatment strategy 
to the patient’s functional status includes setting ob-
jectives as well as the methods to achieve them. For 
example, dietary changes should certainly be taken into 
consideration, but the risk of insufficient caloric intake 
should be avoided by monitoring dietary modifications: 
lipid-lowering and low sodium diets can worsen “ano-
rexia of aging” because food loses its taste 14.
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This statement is:

☒ Recommendation (supported by published evidence)
☐ Best practice (supported by expert opinion)

Quality of the evidence (in the case of recommendation):

☐ Low 
☒ Moderate
☐ High


