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More evidence against alcohol or smoking
in patients with unruptured intracranial
aneurysm

Intracranial aneurysms are common, with a preva-
lence of 3% in the general population.1 The growing
availability of brain imaging has increased the number
of incidentally discovered aneurysms. Rupture of
intracranial aneurysms and the resulting subarach-
noid hemorrhage (SAH) has a high case fatality and
morbidity, and occurs at a relatively young age com-
pared with other types of stroke.2 As yet, we do not
have a medical treatment to prevent intracranial aneu-
rysm formation and its subsequent rupture. Our only
preventive treatments for existing aneurysms consist
of invasive surgery or endovascular treatment, each
with inherent risk of complications including death
or permanent disability.3 The risks of treatment have
to be balanced carefully against the risk of rupture.4

Consequently, an important recent focus of aneurysm
research has been the identification of risk factors of
aneurysmal rupture. Recently, a meta-analysis of 6
prospective cohort studies showed that prognostic
factors for aneurysm rupture include age, hyperten-
sion, history of SAH, aneurysm size, aneurysm loca-
tion, and Finnish or Japanese descent.5 Other factors
might also predict aneurysm rupture, including
smoking6 and family history of SAH.7

In this issue of Neurology®, Juvela and Lehto8 now
focus on all-cause mortality and risk factors for death
in patients with unruptured intracranial aneurysms
(UIAs) about which little is known. The authors
report on a unique long-term follow-up study in
142 patients with 181 UIAs diagnosed between
1956 and 1978 and followed until 2011–2012,
resulting in 3,530 person-years of follow-up. During
follow-up, 113 of the 142 patients (80%) had died.
Of the 113 who had died, 27 patients (24%) died of
aneurysm rupture or of other aneurysm-related causes
while the remaining 86 patients (76%) died of other
causes that were unrelated to their aneurysms. Inde-
pendent risk factors for all-cause death were patient
age, male sex, heavy alcohol use, and cigarette smok-
ing. History of hypertension, family history of SAH,
and diameter of the UIA were associated with all-
cause death only in the univariable analysis. These
risk factors were not independent.

An important strength of this study is the large
cohort of patients with UIAs for which a complete
and long-term follow-up is available, allowing for
an ideal cohort of patients to study all-cause morta-
lity and risk factors for death. However, the study
also has limitations. First, the patient cohort may
not be representative of the general population of
patients with UIAs. In this study, the majority of
the patients (131 of 142 patients, 92.2%) had mul-
tiple aneurysms and another aneurysm had already
ruptured and been treated. Because a history of
SAH5 and possibly also multiple aneurysms9 are risk
factors for aneurysm rupture, this population is
likely to be at a higher risk of aneurysmal rupture
and consequently also at a higher risk of death due to
aneurysm-related problems. Second, all patients
were diagnosed between 1956 and 1978 and many
died of cardiovascular events. Secondary prevention
strategies in cardiovascular disease have improved
dramatically in the intervening years. Thus, the
results that were seen in the patients in this study
may not apply to patients that are currently identi-
fied with UIAs. Lastly, based on their findings, the
authors conclude that in patients with UIA, alcohol
consumption and cigarette smoking are modifiable
risk factors for all causes of death and that these risk
factors should be taken into account when treatment
is considered. However, we already know that smok-
ing and heavy alcohol consumption are important
risk factors for mortality, including mortality from
cardiovascular events, in the general population.10

From this study, we do not learn whether patients
with UIA are at increased risk of death due to alco-
hol consumption and cigarette smoking as compared
with the general population, because no indepen-
dent reference cohort is used for comparison to the
patients with UIAs. We already knew that we should
counsel patients with UIA about lifestyle. The cur-
rent findings do not tell us whether this counseling
should be intensified.

Nonetheless, despite these limitations, this study
analyzing a unique long-term cohort of patients with
UIAs provides important further insights in long-term
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outcome with an emphasis on the causes and risk fac-
tors of death of patients with UIAs.
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