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Nonfatal Bleeding Risk in General Population Rises with Age
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June 26, 2018

Among individuals without cardiovascular disease (CVD) who are not taking antiplatelet therapy, the risk for a nonfatal
bleeding event rises with age, especially for gastrointestinal (Gl) bleeding, a recent study published online June 26 in the
JAMA has shown.

"This is the first large-scale study that, to our knowledge, has directly measured the risk of major bleeding by sex and age
group in a contemporary community cohort of people without CVD and not receiving antiplatelet therapy," write Vanessa
Selak, PhD, from the University of Auckland, New Zealand, and colleagues.

The decision to start aspirin therapy for primary prevention of CVD requires clinicians to carefully balance the treatment
risks and benefits in individual patients.

However, although clinicians can use risk equations to estimate a patient's absolute risk for CVD, data are lacking on
absolute bleeding risk in community populations.

Selak and colleagues therefore conducted a prospective cohort study to determine the risk for major bleeding among
individuals without CVD who are not receiving antiplatelet therapy.

They included 359,166 individuals aged 30 to 79 years who had undergone a CVD risk assessment in primary care, using
the web-based clinical tool PREDICT, between 2002 and 2015.

The study outcomes were risk for a first major bleeding event (hospitalization or death associated with bleeding), nonfatal Gl
bleeding, and Gl bleeding—related case fatality.

In addition to analyzing data from the baseline cohort (n = 359,166), the researchers also performed analyses after
excluding individuals with medical conditions that increased bleeding risk (non-high-risk cohort; n = 305,057), and then after
excluding those taking other medications that increased bleeding risk (nonmedication cohort; n = 240,254).

The researchers found that 3976 (1.1%) people in the baseline cohort experienced a first major bleeding event during
1,281,896 person-years of follow-up, most of which involved Gl bleeding (n = 2910 [73%]). Only 274 (7%) of these events
were fatal, most of which (n = 153; 56%) were intracerebral.

Similarly, 2808 (0.9%) and 2090 (0.9%) people in the non-high-risk and nhonmedication cohorts, respectively, experienced a
first major bleeding event during follow-up. Most of these were also Gl bleeding (n = 2014 [72%], and n = 1473 [70%)],
respectively); 190 (8.4%) and 147 (8.8%) of these events in the non-high-risk and nonmedication cohorts, respectively, were
fatal; and 113 and 85, respectively, of these fatal events were intracerebral.

Similar numbers of other bleeding events (548 [14%], 387 [14%], and 295 [14%]) also occurred in the baseline, non-high-
risk, and nonmedication cohorts, respectively.

The risk for a first nonfatal bleeding event per 1000 person-years increased with age. In the baseline cohort, this ranged
from 1.8 in men aged 30 to 39 years to 6.4 in men aged 70 to 79 years and from 1.5 in women aged 30 to 39 years to 5.0 in
women aged 70 to 79 years.

In the non-high-risk cohort, this ranged from 1.7 to 5.0 in men and from 1.3 to 4.2 in women between the youngest and
oldest age groups.

In addition, in the nonmedication cohort, this ranged from 1.6 to 4.6 in men, and from 1.4 to 4.2 in women between the two
age groups.

The increasing risk for a first nonfatal bleeding event with increasing age was especially strong for Gl bleeding. In the
baseline, non-high-risk, and nonmedication cohorts, this risk was 2.19 (95% confidence interval [CI], 2.11 - 2.27), 1.77 (95%
Cl, 1.69 - 1.85), and 1.61 (95% CI, 1.52 - 1.69) per 1000 patient-years, respectively.

Case fatality associated with Gl bleeding was 3.4% (95% ClI, 2.2% - 4.1%), 4.0% (95% ClI, 3.2% - 5.1%), and 4.6% (95% Cl,
3.6% - 6.0%) among the baseline, non-high-risk, and nonmedication cohorts, respectively.

The authors note that, in this study, the risk for nonfatal Gl bleeding and GI bleeding-related case fatality among individuals
without CVD who were not taking antiplatelet therapy were both higher than the estimates reported by the US Preventive
Services Task Force for their recommendations on aspirin use for primary prevention of CVD and colorectal cancer.

As a consequence, using the results of their current study would reduce the net benefit of using aspirin for primary
prevention compared with the US Preventive Services Task Force—estimated benefit, the authors say.
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"These findings provide baseline bleeding risk estimates that could inform decision making for prevention of cardiovascular
disease," conclude Selak and colleagues.

This study was supported by the Health Research Council of New Zealand. Several authors have reported receiving funding
from the Health Research Council for cardiovascular disease research. One author has reported being the recipient of a
National Heart Foundation of New Zealand Hynds Senior Fellowship. One author has reported being the recipient of a
Fellowship in Health Innovation and Quality Improvement funded by the Stevenson Foundation. Enigma Publishing owns
the PREDICT software platform (PREDICT is a trademark of Enigma Solutions Ltd). Selak has disclosed no relevant
financial relationships.
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