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Abstract 
Background: The prognostic implication of cholesterol levels in older adults remains uncertain. This study aimed to examine the relationship 
between low-density-lipoprotein cholesterol (LDL-c) and mortality outcomes in older individuals.
Methods: This post hoc analysis examined the associations of LDL-c levels with mortality risks from all-cause, cardiovascular disease (CVD), 
cancer, and combined non-CVD/noncancer conditions in a cohort of individuals aged ≥65 years from the ASPirin in Reducing Events in the Elderly 
trial (NCT01038583). At baseline, participants had no diagnosed dementia, physical disability, or CVD, and were not taking lipid-lowering agents. 
Outcome analyses were performed using multivariable Cox models.
Results: We analyzed 12 334 participants (mean age: 75.2 years). Over a median 7-year follow-up, 1 250 died. Restricted cubic splines found 
a U-shaped relation for LDL-c and all-cause mortality, cancer mortality, and noncancer/non-CVE mortality (nadir: 3.3–3.4 mmol/L); the risk of 
CVD mortality was similar at LDL-c below 3.3 mmol/L and increased above 3.3 mmol/L. Similar trends were observed in analyses modeling 
LDL-c by quartiles. When modeling LDL-c as a continuous variable, the risk of all-cause mortality, cancer mortality, and noncancer/non-CVD 
mortality was decreased by 9%, 16%, and 18%, respectively, per 1-mmol/L higher LDL-c, and the risk of CVD mortality was increased by 
19% per 1-mmol/L higher LDL-c. Reduced all-cause and non-CVD/noncancer mortality risks were only significant in males but not females 
(pinteraction < .05).
Conclusions: There were U-shaped relationships between LDL-c and all-cause mortality, cancer mortality, and noncancer/non-CVD mortality in 
healthy older adults. Higher LDL-c levels were associated with an increased risk of CVD mortality. Future studies are warranted to confirm our 
results.
Keywords: Cardiovascular, Geriatric cardiology, Morbidity, Primary care

The clinical guidelines for lipid management for the primary 
prevention of cardiovascular disease (CVD) recommend the 
use of lipid-lowering treatment in older adults aged between 

65 and 75 years at high CVD risk based on a plethora of evi-
dence showing the benefits of the treatment of CVD in this age 
group (1,2). However, no recommendation has been made in 
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terms of lipid-lowering treatment use in people older than 75 
years. There is a perception that a low low-density-lipoprotein 
cholesterol (LDL-c) level is a warning sign of serious diseases 
and may be linked to high mortality in older adults. This is a 
major source of confusion for clinicians when comparing the 
effects of lipids as exposures and the effects of treating lipids 
in this age group. Most previous studies investigating associ-
ations between total and LDL-c and all-cause mortality have 
found an inverse association, with others showing no associ-
ation (3–8). Numerous limitations challenge the strength of 
evidence from these studies. These include unstructured study 
cohorts with limited ability to control for residual confound-
ing, short follow-up periods, and lack of power due to small 
sample sizes. In addition, ascertainment of outcomes is reliant 
on the International Classification of Diseases (ICD) coding 
that is subject to misclassification bias, and analyses are based 
on outdated patient data that do not reflect contemporary 
treatment patterns and the fact that contemporary trends in 
management of risk factors are better now than previously.

To address these limitations, we investigated longitudi-
nal associations between baseline LDL-c and all-cause and 
cause-specific mortality outcomes in a large-scale, contem-
porary, well-characterized, community-based cohort of older 
individuals who were followed for a median of 7 years (9–
12). We chose baseline LDL-c as our study exposure, as it 
is the target lipid metric in most clinical guidelines for lipid 
management.

Method
Study Design and Participants
This study is exempt from ethics review as only existing non-
identifiable data were used. This analysis included participants 
in the ASPirin in Reducing Events in the Elderly (ASPREE) 
study who had LDL-c data and were lipid-lowering agent 
naive at baseline (9–12). ASPREE was a double-blinded, 
randomized, placebo-controlled trial of daily low-dose aspi-
rin. From March 2010 through December 2014, 19 114  
community-dwelling subjects from Australia (87.4%) and the 
United States (12.6%) were recruited, who were aged ≥70 
years (≥65 for U.S. ethnic minorities), with no prior history 
of CVD, dementia, or major physical disability at trial entry. 
The intervention phase of the trial ended in June 2017. Over 
80% of study participants agreed to be followed for a further 
5-year post-trial (ASPREE-XT). For this analysis, the end of 
the follow-up was the second ASPREE-XT annual visit (the 
last visit was completed in August 2019). The study design 
and principal findings of the ASPREE trial are published else-
where (9–12). The description of ASPREE-XT is available on 
the ASPREE website (https://aspree.org/).

Exposure and Outcomes
In ASPREE, at baseline, participants fasting high- 
density-lipoprotein cholesterol (HDL-c), total cholesterol, 
and triglycerides were measured in a clinic or local pathology 
center. LDL-c was calculated using the Friedewald equation 
except where triglycerides were too high, and in the latter 
case, direct LDL-c measurements were made.

Outcome measures were all-cause mortality, CVD mor-
tality, cancer mortality, and combined non-CVD/noncancer 
mortality. Non-CVD/noncancer mortality was analyzed in 
total and by subcategory. CVD mortality was defined as coro-
nary heart disease death, stroke death, and deaths due to any 

cardiovascular causes. Death was identified during the course 
of trial regular activity, or notified by the participant’s next of 
kin or a close contact during the follow-up. Notification of 
all death cases required confirmation from at least 2 indepen-
dent sources, like family members, primary care physician, or 
public death notice. The cause of death was adjudicated by a 
panel with relevant clinical expertise blinded to the ASPREE 
randomized allocation (9).

Covariates
Covariates were selected a priori that included age, sex, 
race/country, body mass index, HDL-c, triglycerides (log 
transformed), smoking status, alcohol consumption, years 
of education, blood pressure, and use of antihypertensive 
medication, diabetes, frailty (11), and randomized treatment 
assignment (aspirin/placebo). Data on confounders were 
more than 99.6% complete. Missing data were filled with age 
and sex-adjusted mean values.

Statistical Analysis
Cox proportional hazards regression models adjusting for 
all covariates listed in Table 1 were used for the outcome 
analyses of LDL-c. LDL-c was modeled as either a categor-
ical (by quartile) or continuous variable. When modeling 
LDL-c as a categorical variable, for each individual analysis, 
the quartile group associated with a lowest death risk was 
selected as the reference. The proportional hazards assump-
tion was checked by Schoenfeld residuals. The outcome anal-
yses were repeated separately for men and women, and for 
age <75 years and age ≥75 years. The p for interaction was 
obtained from a multiplicative term of LDL-c with sex or 
age. Restricted cubic splines with 3 prespecified knots based 
on Harrell’s recommended percentiles (10th, 50th, and 90th) 
were plotted to visualize the potentially nonlinear relation-
ship between LDL-c and study outcomes. Thin-plate smooth-
ing splines were plotted to explore the potential change in 
the association between LDL-c (treated as a binary variable) 
and outcomes with age.

We conducted several sensitivity analyses. To address 
confounding by indication, we repeated the outcome anal-
yses by excluding participants who died in the 5 years 
after baseline, as suggested in previous literature (13,14). 
The presence of reverse causality was also tested by con-
ducting an analysis for the association between LDL-c and 
non-CVD mortality outcomes by baseline frailty status, in 
a subcohort of participants with LDL-c concentration in 
the lower 50th percentile (<3.3 mmol/L [127.6 mg/dL]). 
We pooled all death events due to non-CVD causes in this 
analysis due to the small event number for each individual 
non-CVD mortality outcome in the frailty group. We also 
repeated the main analyses for the 3 cause-specific mortal-
ity outcomes using a Fine–Gray semiparametric propor-
tional subdistribution hazards model to consider competing 
events. To address the impact of change in LDL-c levels 
over time, we repeated the outcome analyses with the base-
line LDL-c replaced by the mean of LDL-c concentrations 
measured at baseline, the first and second in-trial annual 
follow-up visits.

Analyses were performed using Stata/SE version 16.0 
(StataCorp LLC, College Station, TX), and R (R Foundation 
for Statistical Computing, Vienna, Austria), version 1.1.456, 
with “mgcv” package to produce thin-plate smoothing splines.

https://aspree.org/
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Results
Baseline Characteristics
We included 12 334 participants who were not taking base-
line lipid-lowering medication [mean (standard deviation 

{SD} age: 75.2(4.6) years; 54% females]. Compared with 
male participants, female participants were less likely to be 
White Australians, ex- and current smokers, and drinkers, 
and had a lower prevalence of hypertension and diabetes, 

Table 1. Baseline Characteristics of Participants in by Sex

Characteristic Males (n = 5 681) Females (n = 6 653)

Age 75.1 ± 4.6 75.2 ± 4.7

Race/country

 � White Australian 5 062 (89%) 5 612 (84%)

 � White American 216 (4%) 462 (7%)

 � Non-White (Australia/U.S. combined) 403 (7%) 578 (9%)

Education

 � <12 years 2 469 (43%) 2 916 (44%)

 � ≥12 years 3 212 (57%) 3 737 (56%)

LDL cholesterol (mmol/L) 3.2 ± 0.8 3.4 ± 0.8

HDL cholesterol (mmol/L) 1.4 ± 0.4 1.8 ± 0.5

Triglycerides (mmol/L) 1.3 ± 0.6 1.3 ± 0.6

Smoking status

 � Nonsmoker 2 552 (45%) 4 346 (65%)

 � Ex-smoker 2 869 (51%) 2 092 (31%)

 � Current smoker 260 (5%) 215 (3%)

Drinking status

 � Never 571 (10%) 1 495 (22%)

 � Ex-drinker 399 (7%) 306 (5%)

 � Current drinker 4 711 (83%) 4 852 (73%)

Blood pressure

 � <140/90 and not on med 1 596 (28%) 2 045 (31%)

 � SBP/DBP < 140/90 mmHg, on med 980 (17%) 1 572 (24%)

 � SBP/DBP ≥ 140/90 mmHg, no med 1 726 (30%) 1 433 (22%)

 � SBP/DBP ≥ 140/90 mmHg, on med 1 379 (24%) 1 603 (24%)

Diabetes

 � No diabetes 5 280 (93%) 6 304 (95%)

 � Yes, on med 176 (3%) 145 (2%)

 � Yes, not on med 225 (4%) 204 (3%)

Chronic kidney disease

 � No 4 049 (71%) 4 691 (71%)

 � Yes 1 262 (22%) 1 531 (23%)

 � Uncertain 370 (7%) 431 (6%)

BMI categories

 � Under/normal weight (<25 kg/m2) 1 408 (25%) 2 212 (33%)

 � Overweight (25–29.9 kg/m2) 2 951 (52%) 2 517 (38%)

 � Obese (≥30 kg/m2) 1 322 (23%) 1 924 (29%)

Frailty

 � No 3 501 (62%) 3 860 (58%)

 � Prefrail 2 092 (37%) 2 633 (40%)

 � Frail 88 (2%) 160 (2%)

Randomized to aspirin 2 822 (50%) 3 302 (50%)

Notes: Data are n (%) or mean ± SD. Non-White was comprised of Black, Hispanic/Latino, other race/ethnicities including Australian aborigine/Torres 
Strait islander, native American, more than 1 race, native Hawaiian/Pacific Islander, and those who were not Hispanic and who did not state their ethnicity/
race. Hypertension was defined as “on treatment” for high BP or BP > 140/90 mmHg at study entry; diabetes mellitus was defined from self-report or 
fasting glucose ≥126 mg/dL or on treatment for diabetes. Chronic kidney disease was defined as estimated glomerular filtration rate <60 mL/min/1.73 m2 or 
urinary albumin to creatinine ratio ≥30 mg/mmol; “Prefrail” included anyone with 1 or 2 criteria and “Frail” included anyone with 3 or more criteria of the 
adapted Fried frailty criteria. These included body weight (BMI < 20 kg/m2), strength (hand grip in lowest 20% of participants by sex and Fried-defined sex-
specific BMI categories), exhaustion (taken from the self-reported CES-D-10 responses) walking speed (3 m gait speed in lowest 20% of participants by sex 
and Fried-defined sex-specific height categories) and physical activity (taken from the Self-Reported Life Questionnaire) (11). BMI = body mass index; BP = 
blood pressure; CES-D = Center for Epidemiologic Studies Short Depression Scale; DBP = diastolic blood pressure; HDL = high-density-lipoprotein; LDL = 
low-density-lipoprotein; SBP = systolic blood pressure.
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but had higher LDL-c and HDL-c and prevalence of obe-
sity. (Table 1) Histograms of the LDL-c concentration in 
the entire cohort and by sex are shown in Supplementary 
Figure 1.

Associations Between LDL-c and Mortality
A total of 1 250 (10.1%) participants died over a median 
(interquartile range [IQR] follow-up of 6.9 (5.7–8.0) years, 
with 304 (24.3%) dying from CVD, 534 (42.7%) from can-
cer, and 412 (33.0%) from non-CVD/noncancer conditions. 
For CVD mortality, 133 died due to coronary heart disease, 
19 due to hemorrhagic stroke, 73 due to nonhemorrhagic 
strokes, and 79 due to other CVD causes. Figure 1 shows the 
distribution of each study outcome across LDL-c categories. 
There was a general higher proportion of CVD death and a 
lower proportion of non-CVD/noncancer death with increas-
ing LDL-c in both males and females. Cancer caused most 
death events at all LDL-c levels in males and females, except 
for the lowest level, ranging from 40.8% to 43.8%.

We observed a U-sharped relationship for LDL-c and 
all-cause mortality, where the nadir was around LDL-c 3.3 
mmol/L (Figure 2). The hazard ratios (HRs) for cancer mor-
tality and non-CVD/noncancer mortality were similar at 
LDL-c levels above 3.4 mmol/L and increased steeply below 
the LDL-c level of 3.4 mmol/L. The HRs for CVD mortality 
were similar at LDL-c below 3.3 mmol/L and increased above 
the LDL-c level of 3.3 mmol/L. In analyses grouping partici-
pants by LDL-c quartiles, similar trends were observed in the 
entire study population and by sex (Table 2). In the overall 

study cohort, the third quartile of LDL-c (3.4–3.8 mmol/L) 
was associated with the lowest risk of all-cause mortality, 
cancer mortality, and combined noncancer/non-CVD mortal-
ity. The risk of CVD mortality was found to be lowest in the 
first quartile group of LDL-c (0.5–2.8mmol/L).

Table 3 shows the analysis results of adjusted HRs of 
each mortality outcome for LDL-c on a continuous scale, in 
which the resulting linear effects of LDL-c on hazards ignored 
curvature but indicated a generally reduced mortality risk 
(increased risk for CVD mortality) with higher LDL-c. Each 
1-mmol/L higher LDL-c was associated with a lower risk 
of all-cause mortality (HR = 0.91, 95% confidence interval 
[CI] 0.84–0.98, p = .01), cancer mortality (HR = 0.84, 95% 
CI 0.74–0.94, p = .002), and non-CVD/noncancer mortality 
(HR = 0.82, 95% CI 0.72–0.93, p = .003) but a higher risk 
of CVD mortality (HR = 1.19, 95% CI 1.03–1.39, p = .02). 
The analysis of non-CVD/noncancer mortality subcatego-
ries found that lower LDL-c was particularly associated 
with higher death rates due to chronic obstructive pulmo-
nary disease (COPD), sepsis/infection, and liver disease 
(Supplementary Table 1). In addition, for all-cause mortality, 
the adjusted HR (95% CI) per 1 mmol/L increase in LDL-c 
was 0.91 (0.84–0.98) for Australian participants and 0.95 
(0.75–1.20) for the U.S. participants. There is no modifying 
effect of country on the association between LDL-c and all-
cause mortality (p for interaction = .86).

LDL-c and Mortality Outcomes by Sex
Sex modified the association between LDL-c and all-cause 
mortality (p for interaction = .04) and non-CVD/noncancer 
mortality (p for interaction = .006) At lower LDL-c levels, 
males had an increased risk of all-cause mortality and non-
CVD/noncancer mortality but not in females. (Table 2 and 
Supplementary Table 2).

LDL-c and Mortality Outcomes by Age
Age modified the association between LDL-c and CVD 
mortality (p for interaction = .04; Supplementary Table 
2). Participants aged ≤75 years with higher LDL-c were at 

Figure 1. Distribution of deaths across LDL-c in the entire study 
population and by sex. The number of deaths in the LDL-c of <2 mmol/L 
(n = 451), 2–<3 mmol/L (n = 3 542), 3–<4 mmol/L (n = 5 957), and ≥4 
mmol/L (n = 2 384) categories were 71, 424, 529, and 226, respectively. 
LDL-c = low-density-lipoprotein cholesterol.

Figure 2. Restricted cubic spline for the fully adjusted HR of each 
mortality outcome for LDL-c. The reference was LDL-c of 2 mmol/L 
(77.3 mg/dL). Adjustment was made on all variables listed in Table 1. 
Abbreviations as in Table 2 and Figure 1.

http://academic.oup.com/biomedgerontology/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/biomedgerontology/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/biomedgerontology/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/biomedgerontology/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/biomedgerontology/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/biomedgerontology/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
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a greater CVD mortality risk than those aged >75 years. 
Consistent with this result, the splines revealed an attenuated 
relationship between LDL-c and CVD mortality with older 
age, especially at 80 years or older (Supplementary Figure 2).

Sensitivity Analysis
In a sensitivity analysis excluding deaths that were occurred 
within the initial 5 years of follow-up, the HRs (95%CI) for 
all-cause, CVD, cancer, and non-CVD/noncancer mortality 
were 1.01 (0.90–1.13), 1.18 (0.93–1.49), 1.04 (0.86–1.25), 
and 0.90 (0.75–1.08), respectively (Table 3). Limiting the 
analysis to participants whose LDL-c below the 50th percen-
tile of the study population, the HR (95% CI) per 1 mmol/L 
increase for pooled non-CVD mortality outcomes in nonfrail, 
prefrail, and frail participants was 0.87 (0.66–1.14), 0.80 
(0.64–1.02), and 0.20 (0.09–0.42), respectively (global p 
value for interaction = .06). Results yielded from the Fine and 
Gray competing risk models for the 3 cause-specific mortality 
outcomes were essentially the same as those from the main 
analysis (data not shown). In other sensitivity analyses replac-
ing baseline LDL-c values with the mean LDL-c measurement 
at the baseline, first, and second annual visits, results were 
comparable to those from the main analysis, with HRs (95% 

CI) for all-cause, CVD, cancer, non-CVD/noncancer mortality 
of 0.90 (0.83–0.98), 1.24 (1.06–1.45), 0.82 (0.73–0.93), and 
0.80 (0.69–0.92), respectively.

Discussion
In this post hoc analysis of a randomized trial including 
12 334 older adults who were free of CVD and did not take 
any lipid-lowering agent at baseline, we found curvilinear 
relationships between LDL-c level, all-cause mortality, cancer 
mortality, and non-CVD/noncancer mortality, with the great-
est risk of death at the lower end of the LDL-c values. Higher 
LDL-c was associated with a generally greater CVD mortality 
risk in our study population.

U-shaped relationships between LDL-c and all-cause 
mortality in older populations have been reported in many 
previous studies (15,16), as has an inverse association for 
non-CVD mortality (17,18). The previous studies concluded 
that the observed associations were driven by “confounding 
by indication,” implying that the relationship between cho-
lesterol and mortality outcomes is biased by the unmeasured 
or unobserved pre-existing illnesses and conditions that act 
to influence lipid metabolism (19). Most of these studies, 

Table 2. Hazard Ratios for Mortality Outcomes by the Quartiles of LDL Cholesterol

LDL Cholesterol Categories by Quartiles All Cause CVD Cancer Non-CVD/Noncancer

Fully Adjusted HR (95% CI)

Total

1st quartile (0.5–2.8 mmol/L) 1.33 (1.13–1.56) 1 (Ref) 1.56 (1.22–2.01) 1.51 (1.13–2.00)

2nd quartile (2.9–3.3 mmol/L) 1.17 (0.99–1.39) 1.03 (0.75–1.41) 1.29 (0.99–1.68) 1.29 (0.96–1.75)

3rd quartile (3.4–3.8 mmol/L) 1 (Ref) 1.16 (0.84–1.60) 1 (Ref) 1 (Ref)

4th quartile (3.9–9.9 mmol/L) 1.16 (0.97–1.38) 1.32 (0.95–1.82) 1.19 (0.91–1.57) 1.13 (0.81–1.56)

Males

1st quartile (0.5–2.7 mmol/L) 1.58 (1.27–1.98) 1.04 (0.68–1.60) 1.66 (1.18–2.32) 2.18 (1.44–3.31)

2nd quartile (2.8–3.2 mmol/L) 1.36 (1.08–1.71) 1 (Ref) 1.42 (1.00–2.01) 1.78 (1.16–2.74)

3rd quartile (3.3–3.7 mmol/L) 1 (Ref) 1.08 (0.69–1.69) 1 (Ref) 1 (Ref)

4th quartile (3.8–9.9 mmol/L) 1.23 (0.97–1.57) 1.22 (0.78–1.90) 1.30 (0.91–1.87) 1.22 (0.76–1.96)

Females

1st quartile (0.6–2.8 mmol/L) 1.08 (0.86–1.36) 1 (Ref) 1 (Ref) 1.15 (0.78–1.71)

2nd quartile (2.9–3.4 mmol/L) 1 (Ref) 1.20 (0.74–1.93) 0.84 (0.60–1.18) 1 (Ref)

3rd quartile (3.5–3.9 mmol/L) 1.02 (0.80–1.29) 1.29 (0.79–2.13) 0.77 (0.53–1.11) 1.11 (0.73–1.70)

4th quartile (4.0–7.0 mmol/L) 1.03 (0.81–1.32) 1.60 (0.98–2.64) 0.67 (0.45–1.00) 1.15 (0.74–1.79)

Notes: Adjustment was made on all variables listed in Table 1. To convert LDL cholesterol in mmol/L to mg/dL, multiply by 38.67. CI = confidence interval; 
CVD = cardiovascular disease; HR = hazard ratio; LDL = low-density lipoprotein.

Table 3. Hazard Ratios of Mortality Outcomes Per 1 mmol/L Increase in LDL Cholesterol

Complete Follow-Up (N = 12 334) Deaths in the First 5 Years Excluded (N = 11 627)

Cause of 
Death

Events 
(rate*)

Fully Adjusted HR (95% CI) Per 1 
mmol/L Higher LDL Cholesterol

p 
Value

Events Fully Adjusted HR (95% CI) Per 1 
mmol/L Higher LDL Cholesterol

p 
Value

All cause 1 250 (15.2) 0.91 (0.84–0.98) .01 545 1.01 (0.90–1.13) .85

CVD 304 (3.7) 1.19 (1.03–1.39) .02 128 1.18 (0.93–1.49) .17

Cancer 534 (6.5) 0.84 (0.74–0.94) .002 205 1.04 (0.86–1.25) .70

Non-CVD/
noncancer

412 (5.0) 0.82 (0.72–0.93) .003 212 0.90 (0.75–1.08) .26

*Rate was incidence rate per 1 000 person-years. Adjustment was made on all variables listed in Table 1. Abbreviations as in Table 2.

http://academic.oup.com/biomedgerontology/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
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however, lacked data to support their assumptions that the 
exposure to conditions that lower LDL-c levels was driving 
the association rather than the LDL-c per se. In our study, 
we investigated the possibility of confounding by indication 
in a sensitivity analysis by excluding deaths that occurred in 
the first 5 years of follow-up. We assumed that, if occult dis-
ease was present at baseline, it would lead to death during 
this timeframe. The results showed no significant difference 
between LDL-c and all-cause, cancer, and non-CVD/noncan-
cer mortality and CVD mortality. This indicates that reverse 
causality might contribute to the observing associations for 
mortality outcomes in the main analyses. That being said, 
our data can neither confirm nor deny a real U-shaped rela-
tionship between LDL-c and non-CVD mortality outcomes. 
Future studies with a better approach to eliminating possible 
confounding are warranted to help disentangle the complex 
relationships between LDL-c and different mortality out-
comes. Such “confounding” can also be present in real-life 
clinical practice. Low cholesterol levels in older individuals 
could be indicative of underlying issues like wasting diseases, 
frailty, or malnutrition, all of which are associated with an 
increased mortality risk. It’s crucial to distinguish between 
healthy low cholesterol levels, which imply a reduced CVD 
risk, and low-level stemming from debilitating diseases.

We further found that low LDL-c was associated with a 
higher risk of death for sepsis/infection, COPD, and liver 
disease, which to some degree supports our assumption 
regarding the confounding by indication. Low cholesterol 
may indicate the presence of comorbidities and frailty that 
are thought to increase the risk of infection (20,21). Similarly, 
wasting diseases such COPD, cancers, and liver disease, which 
could reduce the production and secretion of lipoproteins 
(13), are common in older people and often linked to deterio-
rating nutritional status and accelerated terminal cholesterol 
decline in those who approach death (6,22,23). In our sensi-
tivity analysis limited to participants whose LDL-c is below 
the 50th percentile of the study population, there was modest 
evidence supporting that the LDL-c and non-CVD mortality 
paradox only exists in frail older individuals but not in those 
without frailty. Further, the development and progression of 
COPD, liver disease, and new-onset cancers are often triggered 
by smoking and alcohol abuse. In our study, male participants 
were almost twice as likely as female participants to be former 
and current smokers and more likely to be current drinkers. 
This difference might partially explain why the inverse asso-
ciation between low LDL-c and high all-cause and non-CVD/
noncancer mortality in our study was maintained in males 
but not in females. Another explanation is that the propor-
tion of non-CVD mortality at low LDL-c levels (<3 mmol/L) 
is lower in females than males. Similar findings of sex dif-
ferences in the relationship between cholesterol and all-cause 
mortality have also been reported by others (7,24). A report 
from the National Heart, Lung, and Blood Institute confer-
ence also suggested that the relationship between LDL-c and 
mortality outcomes differed between males and females and 
was U-shaped in males but flat in females (13).

Consistent with our findings, a large population-based 
study following 350 977 men aged 35–57 years for 12 years 
also found that serum cholesterol was inversely associated 
with death from cancers of the lung, lymphatic, and hema-
topoietic systems, COPD, and digestive disease (particularly 
liver disease) (20). Furthermore, a cohort study of 724 adults 
aged over 85 years who were followed for 10 years reported 

a lower mortality risk from cancer, infection, and respira-
tory diseases among individuals with higher total cholesterol 
levels, and this largely explained their lower risk for overall 
mortality (6). ASPREE excluded participants who had a life 
expectancy of 5 years or less, the putative duration of the 
study. This suggests that subclinical and insidious diseases 
might lead to reverse causality and are hard to identify in 
observational studies. Indeed, the CVD death rate in our 
cohort was lower than the population norm, whereas can-
cer and non-CVD/noncancer mortality dominated the over-
all mortality risk and thus was likely the main driver of the 
observed paradox between low LDL-c and high all-cause 
mortality.

The evidence for LDL-c and CVD mortality might be less 
likely influenced by indication bias in this study, due to the 
adequate adjustment for major CVD risk factors and the 
analysis of the primary prevention population. However, 
the survival bias may be at play. Most individuals in whom 
LDL-c levels could be drivers of CVD mortality may have had 
their events already at a younger age and would not be part 
of the study. In contrast, lower cholesterol will lead to lower 
CVD event rates in middle age and survival into older age 
where non-CVD diseases then become prominent. This may 
partially explain the increment in non-CVD mortality and 
attenuation of CVD mortality with LDL-c levels observed in 
our study cohort. Interestingly, we found LDL-c of around 
3.3 mmol/L to be a value below which the CVD mortality 
risk was not elevated. This value is well above the commonly 
recommended level (1.8 mmol/L [70 mg/dL]) for primary pre-
vention of CVD. However, the risk of CVD is more sensitive 
to LDL-c change than the risk of CVD mortality. The weaker 
association between higher LDL-c and CVD mortality over 
the age of 75 agrees with reports by other studies (25,26). 
This might be explained by the decreased attributable CVD 
mortality risk in relation to LDL-c, when age is such a domi-
nant risk factor at age >75. A recent analysis using data from 
the Copenhagen General Population Study in 13 779 individ-
uals aged 70–100 years found that the risks of atherosclerotic 
CVD and myocardial infarction were increased by 12%–16% 
and 25%–28% per 1 mmol/L increase in LDL-c during an 
8-year follow-up (27). These results are consistent with our 
data for CVD mortality.

The strengths of our study include the well-characterized, 
contemporary, community-dwelling cohort of apparently 
healthy older people, its large sample size, the comprehensive 
demographic, and clinical information collected on an ongo-
ing basis from participants, rigorous outcome ascertainment 
and adjudication, and extended follow-up. The sex distribu-
tion is close to the population norm which allows for the rep-
resentativeness of females in the study cohort.

This study has several limitations. First, this was an obser-
vational study and thus the causal relationship between 
LDL-c and study outcomes cannot be established. Second, 
we did not exclude participants who initiated lipid-lowering  
treatment during follow-up, as the number of new users 
was small (22%, n = 2 689) and most of them used drugs 
for secondary prevention purposes (28). Third, the ASPREE 
participants were apparently healthy compared with the gen-
eral population of the same age range, therefore, to what 
degree the findings can be applied to the general population 
is unknown. Similarly, most of the participants in this study 
(86.5%, n = 10 674) were White Australians, affecting the 
generalizability of the findings to other racial/ethnic groups 
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and countries. In ASPREE, the ratio of non-CVD death to 
CVD death was much higher than the population norm, 
indicating a survivor bias introduced by recruitment criteria, 
and this could have affected the magnitude and direction of 
the association between LDL-c and all-cause mortality. Last, 
this study focused on natural cholesterol levels only, and our 
study findings cannot be generalized to the populations on 
lipid-lowering medications. Indeed, the prognostic value of 
cholesterol has been seen that differs in treated and untreated 
individuals (18,29).

In conclusion, there was a U-shaped relationship between 
untreated LDL-c level and all-cause mortality, cancer mor-
tality, and combined noncancer/non-CVD mortality. Higher 
LDL-c levels were associated with an increased risk of CVD 
mortality and this association was attenuated with older age. 
Whether the results for non-CVD mortality outcomes reflect 
a true relationship or are subject to confounding bias cannot 
be determined by current data. Prospective studies with bet-
ter study design, data, and analytic approach to eliminating 
potential confounding bias are needed to provide more robust 
evidence.
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Supplementary data are available at The Journals of 
Gerontology, Series A: Biological Sciences and Medical 
Sciences online.

Funding
This study is supported by the grant from the 
Royal Australian College of General Practitioners (RACGP)/ 
HCF Research Foundation Research (HCF2021-11). 
The ASPirin in Reducing Events in the Elderly 
(ASPREE) trial was supported by grants from the 
National Institute on Aging (U01AG029824 and U19AG062682) and the 
National Cancer Institute at the National Institutes of Health (334047 and 1127060), 
the National Health and Medical Research Council of Australia, 
and Monash University and the Victorian Cancer Agency.

Conflict of Interest
Z.Z. reported receiving salary from the RACGP/HCF 
Research Foundation Research Grant to lead this study. 
A.M.T. reported receiving research support or honoraria 
from Amgen, Boehringer-Ingelheim, Merck, and Pfizer, as well 
as materials in the ASPREE trial from Bayer. M.R.N. reported 
receiving honoraria from Sanofi and Amgen as well as Bayer 
for materials in ASPREE. C.M.R. reported being funded 
through a National Health and Medical Research Council 
Principal Research Fellowship. S.Z. has received NHMRC 
and Australian Heart Foundation research funding as the 
principal investigator of the STAREE trial; and has received 
payment to the institution (Monash University) from Eli Lilly 
Australia, Boehringer-Ingelheim, Merck Sharp & Dohme 
Australia, AstraZeneca, Novo Nordisk, Sanofi, and Servier 
for consultancy work outside the submitted work. R.C.S. is 
a member of the steering committee of the PREVENTABLE 
clinical trial. S.G. reports grants from Edwards Life Sciences 
and the Minderoo Foundation and is she funded by a Heart 
Foundation Future Leader Fellowship (102062) and a 
NHMRC Synergy Grant (APP1182071). The other authors 
declare that they have no conflict of interest.

Data Availability
Requests for data access will be via the ASPREE Principal 
Investigators with details for applications provided through 
https://aspree.org/aus/for-researchers/ or https://aspree.org/
usa/for-researchers/.

Acknowledgments
The authors would like to thank the ASPREE/ASPREE-XT 
participants who gave their precious time to participate in 
ASPREE/ASPREE-XT; registered general practitioners; 
endorsing organizations; and all members of the ASPREE and 
ASPREE-XT team.

Author Contributions
Conceptualization and study design: All authors; Formal 
analysis: Z.Z; Funding acquisition: Z.Z, M.R.N., J.J.M, 
A.M.T., R.L.W., C.M.R.; Methodology: Z.Z, M.R.N., R.W., 
C.Z.; Supervision: M.R.N., J.J.M., A.M., S.Z., R.W.; L.J.B; 
Writing—original draft: Z.Z.; Writing—review & editing: All 
authors.

References
1.	 Arnett DK, Blumenthal RS, Albert MA, et al. 2019 ACC/AHA 

Guideline on the primary prevention of cardiovascular dis-
ease: a report of the American College of Cardiology/Ameri-
can Heart Association Task Force on clinical practice guidelines. 
Circulation. 2019;140(11):e596–e646. https://doi.org/10.1161/
CIR.0000000000000678

2.	 Visseren FLJ, Mach F, Smulders YM, et al.; ESC National Cardiac 
Societies. 2021 ESC guidelines on cardiovascular disease preven-
tion in clinical practice. Eur Heart J. 2021;42(34):3227–3337. 
https://doi.org/10.1093/eurheartj/ehab484

3.	 Tuikkala P, Hartikainen S, Korhonen MJ, et al. Serum total cho-
lesterol levels and all-cause mortality in a home-dwelling elderly 
population: a six-year follow-up. Scand J Prim Health Care. 
2010;28(2):121–127. https://doi.org/10.3109/02813432.2010.48
7371

4.	 Petursson H, Sigurdsson JA, Bengtsson C, Nilsen TIL, Getz L. 
Is the use of cholesterol in mortality risk algorithms in clinical 
guidelines valid? Ten years prospective data from the Norwegian 
HUNT 2 study. J Eval Clin Pract. 2012;18(1):159–168. https://doi.
org/10.1111/j.1365-2753.2011.01767.x

5.	 Schupf N, Costa R, Luchsinger J, Tang M-X, Lee JH, Mayeux R. 
Relationship between plasma lipids and all-cause mortality in non-
demented elderly. J Am Geriatr Soc. 2005;53(2):219–226. https://
doi.org/10.1111/j.1532-5415.2005.53106.x

6.	 Weverling-Rijnsburger AW, Blauw GJ, Lagaay AM, Knook DL, 
Meinders AE, Westendorp RG. Total cholesterol and risk of mortal-
ity in the oldest old. Lancet. 1997;350(9085):1119–1123. https://
doi.org/10.1016/s0140-6736(97)04430-9

7.	 Takata Y, Ansai T, Soh I, et al. Serum total cholesterol concentration 
and 10-year mortality in an 85-year-old population. Clin Interv 
Aging. 2014;9:293–300. https://doi.org/10.2147/CIA.S53754

8.	 Jacobs JM, Cohen A, Ein-Mor E, Stessman J. Cholesterol, 
statins, and longevity from age 70 to 90 years. J Am Med 
Dir Assoc. 2013;14(12):883–888. https://doi.org/10.1016/j.
jamda.2013.08.012

9.	 McNeil JJ, Nelson MR, Woods RL, et al.; ASPREE Investigator 
Group. Effect of aspirin on all-cause mortality in the healthy elderly. 
N Engl J Med. 2018;379(16):1519–1528. https://doi.org/10.1056/
NEJMoa1803955

10.	 Investigator Group ASPREE. Study design of ASPirin in Reduc-
ing Events in the Elderly (ASPREE): a randomized, controlled 

http://academic.oup.com/gerona/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/gerona/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/gerona/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
http://academic.oup.com/gerona/article-lookup/doi/10.1093/gerona/glad268#supplementary-data
https://aspree.org/aus/for-researchers/
https://aspree.org/usa/for-researchers/
https://aspree.org/usa/for-researchers/
https://doi.org/10.1161/CIR.0000000000000678
https://doi.org/10.1161/CIR.0000000000000678
https://doi.org/10.1093/eurheartj/ehab484
https://doi.org/10.3109/02813432.2010.487371
https://doi.org/10.3109/02813432.2010.487371
https://doi.org/10.1111/j.1365-2753.2011.01767.x
https://doi.org/10.1111/j.1365-2753.2011.01767.x
https://doi.org/10.1111/j.1532-5415.2005.53106.x
https://doi.org/10.1111/j.1532-5415.2005.53106.x
https://doi.org/10.1016/s0140-6736(97)04430-9
https://doi.org/10.1016/s0140-6736(97)04430-9
https://doi.org/10.2147/CIA.S53754
https://doi.org/10.1016/j.jamda.2013.08.012
https://doi.org/10.1016/j.jamda.2013.08.012
https://doi.org/10.1056/NEJMoa1803955
https://doi.org/10.1056/NEJMoa1803955


8 The Journals of Gerontology, Series A: Biological Sciences and Medical Sciences, 2024, Vol. 79, No. 4

trial. Contemp Clin Trials. 2013;36(2):555–564. https://doi.
org/10.1016/j.cct.2013.09.014

11.	McNeil JJ, Woods RL, Nelson MR, et al; ASPREE Investigator 
Group. Effect of aspirin on disability-free survival in the healthy 
elderly. N Engl J Med. 2018;379(16):1499–1508. https://doi.
org/10.1056/NEJMoa1800722

12.	McNeil JJ, Wolfe R, Woods RL, et al.; ASPREE Investigator Group. 
Effect of aspirin on cardiovascular events and bleeding in the 
healthy elderly. N Engl J Med. 2018;379(16):1509–1518. https://
doi.org/10.1056/NEJMoa1805819

13.	 Jacobs D, Blackburn H, Higgins M, et al. Report of the Conference 
on Low Blood Cholesterol: mortality associations. Circulation. 
1992;86(3):1046–1060. https://doi.org/10.1161/01.cir.86.3.1046

14.	 Johannesen CDL, Langsted A, Mortensen MB, Nordestgaard BG. 
Association between low density lipoprotein and all cause and 
cause specific mortality in Denmark: prospective cohort study. 
BMJ. 2020;371:m4266. https://doi.org/10.1136/bmj.m4266

15.	Tikhonoff V, Casiglia E, Mazza A, et al. Low-density lipo-
protein cholesterol and mortality in older people. J Am 
Geriatr Soc. 2005;53(12):2159–2164. https://doi.org/10.1111/
j.1532-5415.2005.00492.x

16.	 Yu Y, Li M, Huang X, et al. A U-shaped association between the 
LDL-cholesterol to HDL-cholesterol ratio and all-cause mortality in 
elderly hypertensive patients: a prospective cohort study. Lipids Health 
Dis. 2020;19(1):238. https://doi.org/10.1186/s12944-020-01413-5

17.	Newson RS, Felix JF, Heeringa J, Hofman A, Witteman JCM, Tiemeier 
H. Association between serum cholesterol and noncardiovascular 
mortality in older age. J Am Geriatr Soc. 2011;59(10):1779–1785. 
https://doi.org/10.1111/j.1532-5415.2011.03593.x

18.	Liang Y, Vetrano DL, Qiu C. Serum total cholesterol and risk 
of cardiovascular and non-cardiovascular mortality in old age:  
a population-based study. BMC Geriatr. 2017;17(1):294. https://
doi.org/10.1186/s12877-017-0685-z

19.	Kyriacou DN, Lewis RJ. Confounding by indication in clin-
ical research. JAMA. 2016;316(17):1818–1819. https://doi.
org/10.1001/jama.2016.16435

20.	Neaton JD, Blackburn H, Jacobs D, et al. Serum cholesterol level 
and mortality findings for men screened in the Multiple Risk Factor 
Intervention Trial Multiple Risk Factor Intervention Trial Research 

Group. Arch Intern Med. 1992;152(7):1490–1500. https://doi.
org/10.1001/archinte.1992.00400190110021

21.	Kitahara CM, Berrington de Gonzalez A, Freedman ND, et al. Total 
cholesterol and cancer risk in a large prospective study in Korea. 
J Clin Oncol. 2011;29(12):1592–1598. https://doi.org/10.1200/
JCO.2010.31.5200

22.	 Iribarren C, Reed DM, Chen R, Yano K, Dwyer JH. Low serum 
cholesterol and mortality which is the cause and which is the effect? 
Circulation. 1995;92(9):2396–2403. https://doi.org/10.1161/01.
cir.92.9.2396

23.	Ranieri P, Rozzini R, Franzoni S, Barbisoni P, Trabucchi M. 
Serum cholesterol levels as a measure of frailty in elderly 
patients. Exp Aging Res. 1998;24(2):169–179. https://doi.
org/10.1080/036107398244300

24.	Chyou PH, Eaker ED. Serum cholesterol concentrations and all-
cause mortality in older people. Age Ageing. 2000;29(1):69–74. 
https://doi.org/10.1093/ageing/29.1.69

25.	Anum EA, Adera T. Hypercholesterolemia and coronary heart dis-
ease in the elderly: a meta-analysis. Ann Epidemiol. 2004;14(9):705–
721. https://doi.org/10.1016/j.annepidem.2003.10.009

26.	Lewington S, Whitlock G, Clarke R, et al.; Prospective Stud-
ies Collaboration. Blood cholesterol and vascular mortality by 
age, sex, and blood pressure: a meta-analysis of individual data 
from 61 prospective studies with 55,000 vascular deaths. Lan-
cet. 2007;370(9602):1829–1839. https://doi.org/10.1016/S0140-
6736(07)61778-4

27.	Mortensen MB, Nordestgaard BG. Elevated LDL cholesterol and 
increased risk of myocardial infarction and atherosclerotic cardio-
vascular disease in individuals aged 70-100 years: a contemporary 
primary prevention cohort. Lancet. 2020;396(10263):1644–1652. 
https://doi.org/10.1016/S0140-6736(20)32233-9

28.	Zhou Z, Ofori-Asenso R, Curtis AJ, et al. Association of statin 
use with disability-free survival and cardiovascular disease among 
healthy older adults. J Am Coll Cardiol. 2020;76(1):17–27. https://
doi.org/10.1016/j.jacc.2020.05.016

29.	He GD, Liu XC, Liu L, et al. A nonlinear association of total cho-
lesterol with all-cause and cause-specific mortality. Nutr Metab 
(Lond). 2021;18(1):25. https://doi.org/10.1186/s12986-021-
00548-1

https://doi.org/10.1016/j.cct.2013.09.014
https://doi.org/10.1016/j.cct.2013.09.014
https://doi.org/10.1056/NEJMoa1800722
https://doi.org/10.1056/NEJMoa1800722
https://doi.org/10.1056/NEJMoa1805819
https://doi.org/10.1056/NEJMoa1805819
https://doi.org/10.1161/01.cir.86.3.1046
https://doi.org/10.1136/bmj.m4266
https://doi.org/10.1111/j.1532-5415.2005.00492.x
https://doi.org/10.1111/j.1532-5415.2005.00492.x
https://doi.org/10.1186/s12944-020-01413-5
https://doi.org/10.1111/j.1532-5415.2011.03593.x
https://doi.org/10.1186/s12877-017-0685-z
https://doi.org/10.1186/s12877-017-0685-z
https://doi.org/10.1001/jama.2016.16435
https://doi.org/10.1001/jama.2016.16435
https://doi.org/10.1001/archinte.1992.00400190110021
https://doi.org/10.1001/archinte.1992.00400190110021
https://doi.org/10.1200/JCO.2010.31.5200
https://doi.org/10.1200/JCO.2010.31.5200
https://doi.org/10.1161/01.cir.92.9.2396
https://doi.org/10.1161/01.cir.92.9.2396
https://doi.org/10.1080/036107398244300
https://doi.org/10.1080/036107398244300
https://doi.org/10.1093/ageing/29.1.69
https://doi.org/10.1016/j.annepidem.2003.10.009
https://doi.org/10.1016/S0140-6736(07)61778-4
https://doi.org/10.1016/S0140-6736(07)61778-4
https://doi.org/10.1016/S0140-6736(20)32233-9
https://doi.org/10.1016/j.jacc.2020.05.016
https://doi.org/10.1016/j.jacc.2020.05.016
https://doi.org/10.1186/s12986-021-00548-1
https://doi.org/10.1186/s12986-021-00548-1

