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CARING FOR THE
CRITICALLY ILL PATIENT

Long-term Cognitive Impairment
and Functional Disability Among Survivors
of Severe Sepsis
Theodore J. Iwashyna, MD, PhD
E. Wesley Ely, MD, MPH
Dylan M. Smith, PhD
Kenneth M. Langa, MD, PhD

COGNITIVE IMPAIRMENT AND

physical disability are major
health burdens and drivers of
health care costs. The onset

of disability is associated with worsened
mortality1 and substantial increases in
medical costs over subsequent years,2

including a disproportionate strain on
Medicaid and Medicare. Both cogni-
tive and physical disability impose yet
further burdens on families and infor-
mal caregivers.3 Irreversible cognitive
and physical impairment following
acute illnesses are particularly feared
outcomes and weigh heavily on patient
decision making.4

Hundreds of thousands of patients
endure severe sepsis each year in the
United States.5 It has been suspected
that many are discharged with a new—
but poorly defined—constellation of
cognitive and functional impair-
ments,6 which may explain their re-
duced quality of life.7 Even hospital-
izations for less severe illness often
result in a period of functional dis-
ability8 and may hasten the progres-
sion of dementia.9,10 Long-term cogni-
tive and functional declines have been
shown among survivors of other criti-
cal illnesses, but these declines may be
partially preventable.11-14 Although se-
vere sepsis is the most common non-
cardiac cause of critical illness,5,15 the
long-term impact of severe sepsis on
cognitive and physical functioning is
unknown.

We studied whether an incident epi-
sode of severe sepsis increased the odds
ofsubsequentworsenedcognitiveimpair-
mentandfunctionaldisabilityamongsur-

vivors.Wetookadvantageofanationally
representative ongoing cohort study of
olderAmericansthatincludeddetailedin-
formation from personal surveys and

See also p 1833 and Patient Page.
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Context Cognitive impairment and functional disability are major determinants of
caregiving needs and societal health care costs. Although the incidence of severe sep-
sis is high and increasing, the magnitude of patients’ long-term cognitive and func-
tional limitations after sepsis is unknown.

Objective To determine the change in cognitive impairment and physical functioning
among patients who survive severe sepsis, controlling for their presepsis functioning.

Design, Setting, and Patients A prospective cohort involving 1194 patients with
1520 hospitalizations for severe sepsis drawn from the Health and Retirement Study,
a nationally representative survey of US residents (1998-2006). A total of 9223 re-
spondents had a baseline cognitive and functional assessment and had linked Medi-
care claims; 516 survived severe sepsis and 4517 survived a nonsepsis hospitalization
to at least 1 follow-up survey and are included in the analysis.

Main Outcome Measures Personal interviews were conducted with respondents
or proxies using validated surveys to assess the presence of cognitive impairment and
to determine the number of activities of daily living (ADLs) and instrumental ADLs (IADLs)
for which patients needed assistance.

Results Survivors’ mean age at hospitalization was 76.9 years. The prevalence of mod-
erate to severe cognitive impairment increased 10.6 percentage points among patients
who survived severe sepsis, an odds ratio (OR) of 3.34 (95% confidence interval [CI],
1.53-7.25) in multivariable regression. Likewise, a high rate of new functional limitations
was seen following sepsis: in those with no limits before sepsis, a mean 1.57 new limi-
tations (95% CI, 0.99-2.15); and for those with mild to moderate limitations before sep-
sis, a mean of 1.50 new limitations (95% CI, 0.87-2.12). In contrast, nonsepsis general
hospitalizations were associated with no change in moderate to severe cognitive impair-
ment (OR, 1.15; 95% CI, 0.80-1.67; P for difference vs sepsis=.01) and with the devel-
opment of fewer new limitations (mean among those with no limits before hospitaliza-
tion, 0.48; 95% CI, 0.39-0.57; P for difference vs sepsis �.001 and mean among those
with mild to moderate limits, 0.43; 95% CI, 0.23-0.63; P for difference=.001). The de-
clines in cognitive and physical function persisted for at least 8 years.

Conclusions Severe sepsis in this older population was independently associated with
substantial and persistent new cognitive impairment and functional disability among
survivors. The magnitude of these new deficits was large, likely resulting in a pivotal
downturn in patients’ ability to live independently.
JAMA. 2010;304(16):1787-1794 www.jama.com
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Medicareclaims.Thisprovidedanoppor-
tunity to examine the long-term impact
ofseveresepsisbefore—andupto8years
after—incident disease.

METHODS
Data Source

The Health and Retirement Study (HRS)
is an ongoing cohort nationally repre-
sentative of community-dwelling US
residents older than 50 years. Begun in
1992, more than 27 000 individuals
have contributed 200 000 hours of data-
collection interviews. Every 2 years, the
cohort is reinterviewed. The HRS
achieved a very high follow-up rate,
routinely exceeding 90% to 95% in-
cluding proxies.16 Furthermore, 16 772
participants have consented for link-
age of their study data with Medicare.

This work was approved by the Uni-
versity of Michigan Institutional Review
Board. Patients provided informed con-
sent on enrollment in the HRS and again
for linkage to Medicare claims.

We studied all respondents with at
least 1 interview during 1998-2004 in
which cognitive and physical function-
ing were assessed and for whom there
were subsequent claims-based data
on a hospitalization for severe sepsis
during 1998-2005 (FIGURE 1). All
patients were followed up through

death or the 2006 survey. Our pri-
mary analyses focus on hospitaliza-
tions that patients survived long enough
to participate in at least 1 follow-up
interview.

Characteristics of the hospitaliza-
tions for severe sepsis were abstracted
from the Medicare claims, including an
organ dysfunction score (the sum of the
number of organ failures of cardiovas-
cular, neurologic, hematologic, he-
patic, renal, or respiratory origin).5,17

Self-reported race and ethnicity were in-
cluded only in the descriptive statis-
tics because they may be of interest to
some readers.

Definition of Severe Sepsis

We relied on a claims-based defini-
tion of severe sepsis, which has been
widely used and clinically validated.5

This definition requires evidence of
both an infection and new-onset or-
gan dysfunction during a single hospi-
talization. If a patient had more than 1
distinct septic hospitalization, each hos-
pitalization was included.

As a comparison, we conducted par-
allel analyses in a cohort of 5574 hospi-
talizations. These were first hospitaliza-
tions for members of the linked Medicare
cohort, which included neither severe
sepsis nor critical care use and for which

a baseline survey and at least 1 fol-
low-up interview were available.

Definition of Functional Status
At each wave of the survey, we asked
respondents if they required assis-
tance with any of 6 activities of daily
living (ADLs: walking, dressing, bath-
ing, eating, getting into and out of bed,
and toileting) or 5 instrumental ADLs
(IADLs: preparing a hot meal, shop-
ping for groceries, making telephone
calls, taking medicines, and managing
money). We totaled the number of
ADLs and IADLs to create a total defi-
ciency score (range, 0 requiring no as-
sistance to 11 requiring assistance for
all categories).18 The survey asked prox-
ies to evaluate the functional status of
patients who could not answer for
themselves; proxies could answer these
questions with high reliability.18 For
some analyses, a baseline of function-
ing was defined, using the last survey
prior to severe sepsis. It was decided a
priori that patients would be divided
into 3 groups based on their baseline
functioning: no limits, 0; mild to mod-
erate, 1 to 3; and severe limitations, 4
or more deficiencies.

Definition of Cognitive Impairment

The survey assessed cognitive func-
tion in 2 ways during biennial per-
sonal interviews. For those aged 65
years or older, a 35-point scale was ad-
ministered that included tests of
memory, serial 7 subtractions, nam-
ing, and orientation.19,20 For self-
respondents younger than 65 years, the
survey tool administered a more lim-
ited 27-point scale that excluded the
orientation measures.

For patients 65 years or older who
were unable to be interviewed them-
selves, the validated Informant Ques-
tionnaire on Cognitive Decline in the
Elderly21 was administered to proxies.
For proxies representing respondents
younger than 65 years, the following
questions were used to determine cog-
nitive function: “How would you rate
[the respondent’s] memory at the
present time?” and “How would you
rate [the respondent] in making judg-

Figure 1. Patient Cohorts

623 Hospitalizations included in the analysis
(516 surviving respondents)a

4517 Hospitalizations included in the
analysis (4517 surviving respondents)

9223 Underwent baseline cognitive and functional
assessments (1998-2004)

16 772 Respondents to the Health and Retirement Study
agreed to link their data with Medicare (1992-2006)

35 Hospitalizations with loss to follow-up
(32 respondents)

172 Hospitalizations with loss to follow-up
(172 respondents)

862 Hospitalizations with death before
follow-up  (720 respondents)a

885 Hospitalizations with death before
follow-up (885 respondents)

1520 Hospitalizations for severe sepsis
(1194 respondents)

5574 Hospitalizations without sepsis
(5574 respondents)

aA single respondent with severe sepsis might contribute a hospitalization to the survivor cohort in one hos-
pitalization but be lost to follow-up after a future hospitalization. The categorizations of hospitalizations as
included vs excluded are mutually exclusive, but the categorizations of respondents are not. Comparisons were
all first hospitalizations.
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ments and decisions?” The response op-
tions for both of these questions were
excellent, very good, good, fair, or poor.

We defined cut points on the cogni-
tive assessments for mild and moder-
ate to severe cognitive impairment
based on prior studies with the HRS
data,3,22,23 as well as the methods used
for the Aging, Demographics, and
Memory Study (ADAMS), a supple-
mental study of dementia in the HRS.24

These cut points defined a level of cog-
nitive impairment that was generally
consistent with mild and moderate to
severe dementia in the ADAMS. Fur-
ther detail on the cognitive measures
is available.25

Analyses

For analyses of functional status, our
primary outcome was measured by a
combined ADL and IADL score. For un-
adjusted analyses, we grouped pa-
tients by the number of surveys they
had completed since severe sepsis oc-
currence; for example, we compared all
patients at their last survey before hos-
pitalization with severe sepsis with pa-
tients at their first survey after severe
sepsis. For multivariable models, we
used longitudinal models to examine
the association between the timing of
severe sepsis and the timing of func-
tional changes. These models used only
within-person variation over time in
functional status to estimate the im-
pact of severe sepsis, and thereby con-
trol for all characteristics of the pa-
tient that did not change over time—
in essence, patients served as their own
controls.26 Specifically, we constructed
latent growth curve models using a hos-
pitalization-level fixed effect, some-
times called conditional models.26 These
results controlled for not only the func-
tional status of the patient before his/
her sepsis episode but also for func-
tional trajectory. All of these sequential
evaluations were included in the analy-
sis. In these models, time from admis-
sion with severe sepsis to survey inter-
view was measured to the day as a
continuous variable. Additional infor-
mation about the statistical approach
is presented in the eMethods appen-

dix, including alternative specifica-
tions (available at www.jama.com).
Fixed effects models were estimated
using xtreg, fe in Stata 10.1 (StataCorp
LP, College Station, Texas). These
analyses were not conducted accord-
ing to a fully prespecified protocol.

For analyses of cognitive function-
ing, our primary outcome was level of
cognitive impairment. Unadjusted
analyses were conducted as for func-
tional status. For multivariable analy-
ses, we used conditional logistic regres-
sion to analyze the impact of severe
sepsis on moderate to severe cognitive
impairment among survivors, using
clogit in Stata 10.1. As for functional sta-
tus, these analyses used only within-
person variation over time to estimate
the effect of severe sepsis, controlling
for time-invariant characteristics of the
respondent.

All analyses were conducted with
hospitalization as the unit of analysis
unless otherwise indicated. Two-
sided significance testing was used
throughout, and a P value of .05 was
considered statistically significant.

RESULTS
There were 1520 identified episodes of
severe sepsis among 1194 respondents
for the years 1998-2005, from a cohort
of 9223 respondents (Figure 1). Detail
about the entire population of severe sep-
sis hospitalizations is presented in eTable
1. Ninety-day mortality after severe sep-
sis was 41.3% (95% confidence interval
[CI], 38.8%-43.8%); 5-year mortality,
81.9% (95% CI, 79.8%-84.0%). Five-
year survival curves are presented in the
eFigure (available at www.jama.com).
Five hundred sixteen individuals sur-
vived 623 episodes of severe sepsis and
had at least 1 follow-up survey; these hos-
pitalizations by survivors are our pri-
mary cohort for analysis (TABLE 1). Pa-
tients were followed up for up to 4
surveys (7.8 years) of data prior to se-
vere sepsis and up to4surveys (8.3years)
afterward.

Cognitive Outcomes

Incident severe sepsis was associated
with a clinically and statistically sig-

nificant increase in moderate to se-
vere cognitive impairment among sur-
vivors. For example, 6.1% (95% CI,
4.2%-8.0%) of eventual survivors had
moderate to severe cognitive impair-
ment at the survey just before severe
sepsis, and the prevalence increased
to 16.7% (95% CI, 13.8%-19.7%) at
the first survey after severe sepsis
(FIGURE 2, P� .001 by �2 test). In fixed-
effects regression, with each patient
serving as his/her own control, the in-
cidence of severe sepsis remained highly
associated with progression to moder-
ate to severe cognitive impairment
(odds ratio [OR], 3.34; 95% CI, 1.53-
7.25; TABLE 2). No association existed
between severe sepsis and the net preva-
lence of mild cognitive impairment in
adjusted or unadjusted analyses; nearly
equal numbers of previously normal pa-
tients developed mild cognitive impair-
ment after severe sepsis as patients with
presepsis mild cognitive impairment de-
veloped postsepsis moderate to severe
cognitive.

Functional Outcomes

Survivors of hospitalization for severe
sepsis were at greater risk of addi-
tional functional limitations at their
next survey. This was a substantial
worsening in their trajectory relative
to before their sepsis hospitalization.
The negative effects of severe sepsis
were greater in those patients with
better baseline physical functioning
(FIGURE 3). The new functional defi-
cits were not concentrated in any par-
ticular subset of the functioning mea-
sures (FIGURE 4).

The independent effects of severe
sepsis on long-term disability per-
sisted in multivariable analyses with
each patient’s presepsis functional tra-
jectory serving as his/her own control.
TABLE 3 shows that severe sepsis was
associated with the development of 1.57
(95% CI, 0.99-2.15) new limitations
among patients who had none before
sepsis. Patients with mild to moderate
limitations before sepsis had a similar
increase of 1.50 (95% CI, 0.87-2.12)
new IADL and ADL limitations. For
such patients, not only was sepsis

COGNITIVE IMPAIRMENT, DISABILITY, AND SEVERE SEPSIS
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associated with an acute increase in the
number of functional limitations, but
sepsis also heralded a more rapid rate
of developing further limitations there-
after, at 0.51 new limitations per year
(P=.007 for difference vs baseline). In
contrast, patients with already poor
functioning experienced no statisti-
cally significant change in function-
ing with severe sepsis, although the re-
gressions may be limited by ceiling
effects in measurement of functioning.

Of the hospitalizations involving se-
vere sepsis, 59.3% (95% CI, 55.5%-
63.2%) were associated with wors-
ened cognitive or physical function, or
both, among survivors at the first post-
sepsis survey. The association of se-
vere sepsis with increased functional
limitations remained clinically mean-
ingful and statistically significant in re-
gression when controlling for changes
in level of cognitive impairment after
severe sepsis: 1.30 (95% CI, 0.86-
1.74) new limitations for those with no
limitations at baseline; 1.20, (95% CI,
0.62-1.79) new limitations for those
with mild to moderate limitations at
baseline. The increased risk of moder-
ate to severe cognitive impairment re-
mained clinically meaningful but was
attenuated in the regressions when con-
trolling for contemporaneous changes
in levels of physical functioning after
severe sepsis (OR, 1.73; 95% CI, 0.83-
3.6).

ComparisontoOtherHospitalizations

The changes in physical and cognitive
functioning noted after severe sepsis
were worse than those seen after non-
sepsis general hospital admissions in a
cohort of 4517 survivors of 5574 hos-
pitalizations. Thus, patients who did not
develop severe sepsis and who had no
functional limitations prior to their hos-
pitalization developed an average of
0.48 (95% CI, 0.39-0.57; n=2852; P for
difference vs sepsis � .001, eTable 3)
new functional limitations. Patients
with mild to moderate functional limi-
tations at baseline developed 0.43
(95% CI, 0.23-0.63; n=1124; P for dif-
ference = .001; eTable 3) new func-
tional limitations after a nonsep-

Table 1. Demographics of Study Cohort of Survivors, by Baseline Physical Functioning (n = 623)a

Functional Class at Baseline by Limitations

None Mild to Moderate Severe
No. 269 195 159
Men, No. (%) 143 (53) 92 (47) 46 (29)
Race/ethnicity, No. (%)

Black 49 (18) 41 (21) 38 (24)
Hispanic 19 (7) 12 (6) 13 (8)

Age at sepsis, mean (SD), y 75.8 (7.5) 76.7 (9.5) 79.1 (9.6)
Length of stay, mean (SD), d 11.4 (10.7) 11.3 (11.2) 8.5 (6.3)
Required mechanical ventilation, No. (%) 64 (23) 32 (16) 27 (17)
Required dialysis, No. (%) 9 (3.4) 6 (3.1) 12 (7.6)
Used an intensive care unit, No. (%) 137 (51) 75 (38) 57 (36)
Underwent major surgery, No. (%) 73 (27) 39 (20) 15 (9)
Charlson score, mean (SD) 1.69 (1.42) 1.96 (1.64) 2.11 (1.41)
Organ dysfunction score, mean (SD) 1.15 (0.39) 1.16 (0.45) 1.11 (0.34)
Acute conditions, No. (%)

Cardiovascular dysfunction 60 (22) 62 (32) 45 (28)
Neurologic dysfunction 19 (7) 20 (10) 17 (11)
Hematologic dysfunction 61 (23) 34 (17) 27 (17)
Hepatic dysfunction 2 (1) 0 (0) 1 (1)
Renal dysfunction 103 (38) 79 (41) 60 (38)
Respiratory dysfunction 64 (24) 32 (16) 27 (17)

Baseline, No. (%)
Cognitve impairment

None 254 (94) 182 (93) 105 (66)
Mild 15 (5.6) 9 (4.6) 20 (12.6)
Moderate to severe 0 4 (2.1) 34 (21.4)

Physical function deficiencies, mean (SD)
Basic ADL 0 1.3 (0.9) 4.0 (1.7)
Instrumental ADL 0 0.5 (0.7) 3.0 (1.5)

Proxy respondent, No. (%)
At baseline 9 (3) 22 (11) 59 (37)
At first postsepsis survey 46 (17) 47 (24) 87 (55)

Abbreviation: ADL, activity of daily living.
aData for the entire cohort of incident severe sepsis hospitalizations are in eTable 1, and risk factors for cognitive im-

pairments are presented in eTable 2 (both available at www.jama.com).

Figure 2. Cognitive Impairment Among Survivors of Severe Sepsis at Each Survey Time Point
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Interpretive Example: Compared with stable rates before severe sepsis, the prevalence of moderate to severe
cognitive impairment increased from 6.1% (95% CI, 4.2%-8.0%) before severe sepsis to 16.7% (95% CI,
13.8%-19.7%) at the first survey after severe sepsis (P� .001 by �2 test; Table 2).
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sis general hospitalization. Further-
more, nonsepsis general hospitaliza-
tions were not associated with a
clinically or statistically significant in-
crease in the odds of moderate to se-
vere cognitive impairment (OR, 1.15;
95% CI, 0.80-1.67; n=4517; P for dif-
ference=.01, eTable 4 available at www
.jama.com)

Subgroup and Sensitivity Analyses

We replicated our analyses in several
subgroups to examine their robust-
ness. The effects of severe sepsis were
similar in the 500 survivors who had
severe sepsis but who did not require
mechanical ventilation. The regres-
sion demonstrated similarly increased
odds (OR, 4.0; 95% CI, 1.71-9.31) of
developing moderate to severe cogni-
tive impairment after severe sepsis
among patients who were not mechani-
cally ventilated. Similarly, in the 205
survivors with no limitations at base-
line, severe sepsis without mechanical
ventilation was associated with the de-
velopment of 1.56 new functional limi-
tations (95% CI, 0.91-2.22) in multi-
variable fixed-effects models. For the
163 patients with mild to moderate
limitations, severe sepsis without me-
chanical ventilation was associated with
1.65 new functional limitations (95%
CI, 1.01-2.28).

A potential threat to the validity of
the results is that patients may have
experienced some other cause of cog-
nitive and functional decline between
their baseline survey and their sepsis
hospitalization. Therefore, we reana-
lyzed data for the smaller subset of
276 survivors who were never hospi-
talized between their baseline survey
and their severe sepsis admission. We
found consistent results, albeit with
larger standard errors. In this sub-
population, severe sepsis was associ-
ated with increased odds of moderate
to severe cognitive impairment (OR,
2.49; 95% CI, 0.99-6.26). In the 128
patients with no functional limitations
at baseline and no intercurrent hospi-
talizations, severe sepsis was associ-
ated with the development of 1.46
new functional limitations (95% CI,

0.76-2.15). In the 86 patients with
mild to moderate functional limita-
tions at baseline and no intercurrent
hospitalizations, severe sepsis was
associated with the development of
1.34 new functional limitations (95%
CI, 0.34-2.34).

Further sensitivity analyses yielded
consistent results. The associations
between severe sepsis and functional
and cognitive impairment were sub-
stantively similar in those aged 65
years or older at baseline cognitive
assessment and who therefore were
assessed using a single instrument
before and after severe sepsis (eTables
5 and 6). The patterns observed for
functional limitations were similar in a
larger cohort of 2043 hospitalizations
(including 829 hospitalizations among
684 survivors) for severe sepsis fol-
lowed up for up to 14 years during the
period 1992-2006 (eTable 7). Examin-
ing only the subset of 516 first sepsis
admissions for each survivor—so that
no patient appeared in the analysis
more than once—yielded nearly iden-
tical results (eTables 8 and 9).

COMMENT
In this nationally representative co-
hort, we have demonstrated for the first
time that severe sepsis is indepen-
dently associated with enduring cog-
nitive and functional limitations. Se-
vere sepsis is independently associated
with a tripling in the odds of moderate
to severe cognitive impairment. Fur-
thermore, severe sepsis was indepen-

Table 2. Severe Sepsis and Moderate to
Severe Cognitive Impairment Among
Survivorsa

Odds Ratio
(95% Confidence

Interval)
P

Value

Before sepsis
(per additional
year)

1.35 (1.11-1.65) .002

Effect of sepsis 3.34 (1.53-7.25) .002

After sepsis
(per additional
year)

1.68 (1.28-2.21) .001

aResults of latent growth curve regression with individual-
level fixed effects, controlling for all time-invariant char-
acteristics of the patient. The absence of association would
be indicated by an odds ratio of 1.

Interpretive Example: With each passing year, patients were
modestly more likely to develop moderate to severe cog-
nitive impairment. After severe sepsis, survivors had a 3.3-
fold greater odds of having moderate to severe cognitive
impairment than before sepsis (Figure 2).

Figure 3. Functional Trajectories by Baseline Functioning
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Before Sepsis

142
105

–5.2
(–5.6 to –4.7)

87

Third Survey
After Sepsis

56
28

5.2
(4.5 to 5.5)

14

Second Survey
Before Sepsis

206
151

–3.1
(–3.7 to –2.7)

127

Second Survey
After Sepsis

153
93

2.8
(2.3 to 3.4)

42

Last Survey
Before Sepsis

269
195

–1.1
(–1.7 to –0.7)

159

First Survey
After Sepsis

269
195

0.9
(0.4 to 1.4)

159
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The unadjusted mean number of functional limitations of surviving cohort members is shown. Error bars in-
dicate 95% confidence intervals.
Interpretive Example: Groups that had no functional or mild to moderate limitations before sepsis had a stable
trajectory before sepsis but developed about 2 new limitations after sepsis. But patients with severe limitations
at baseline had a modest increase from a baseline of 6.99 to 7.98 at their first survey after sepsis (Table 3).
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dently associated with the acquisition
of 1.5 new functional limitations in pa-
tients with no, mild, or moderate pre-

existing functional limitations. These
new disabilities were substantially larger
than those seen after nonsepsis gen-
eral hospital admissions. Cognitive and
functional declines of the magnitude
seen after severe sepsis are associated
with significant increases in caregiver
time, nursing home admission, depres-
sion, and mortality.3,27-30 These data ar-
gue that the burden of sepsis survivor-
ship is a substantial, underrecognized
public health problem with major im-
plications for patients, families, and the
health care system.

Our findings, and the nationally rep-
resentative data from the HRS, allow us
to make an estimate of the overall pub-
lic health burden of sepsis on “brain
health” among older adults in the
United States. Given published demen-
tia31 and sepsis5 incidence rates for those
aged 65 years or older in the United
States, our results suggest that nearly
20 000 new cases per year of moderate
to severe cognitive impairment in the
elderly may be attributable to sepsis.
Thus, an episode of severe sepsis, even
when survived, may represent a senti-
nel event in the lives of patients and
their families, resulting in new and of-
ten persistent disability, in some cases
even resembling dementia.3,22,32,33

The level of severe cognitive impair-
ment found in these patients has been
associated with an additional 40 hours
per week of informal care provided by
families,3 analogous to an additional
full-time job. If causally related, this
represents a substantial public health
burden of accelerated or de novo brain
dysfunction, and one that has re-
ceived almost no attention, even in the
face of the dramatically increasing in-
cidence of severe sepsis.15 In marked
contrast to Alzheimer disease and some
other forms of dementia, onset and ac-
celeration of cognitive impairment due
to sepsis is likely partially preventable
in many patients. These benefits might
be achieved by raising the standard of
care for patients who develop sepsis—
both sepsis-specific care as well as other
intensive care unit practices such as se-
dation management and early physi-
cal and cognitive rehabilitation—and by

avoiding sepsis altogether.34 Improv-
ing the prevention and management of
sepsis may warrant a place in the
broader brain health and disability
agendas.

Although an observational study can
never prove causation, there are mul-
tiple plausible causal pathways by
which sepsis and its treatment may lead
to significant declines in physical and
cognitive function. The literature on in-
tensive care unit–acquired weakness
and chronic illness myopathy and poly-
neuropathy suggests that there is a di-
rect inflammatory and hypoperfusion-
mediated degradation of muscle fibers
and neurons,35-37 which may be exac-
erbated by prolonged immobility38 and
lack of physical therapy.39 Similarly,
frank hypotension or relative hypoper-
fusion may directly contribute to brain
injury and subsequent cognitive im-
pairment.40-42

Inflammation—a cardinal compo-
nent of the pathophysiology of sep-
sis—is hypothesized to contribute to
both vascular dementia and Alzheimer
disease.6,10,43 Delirium, an acute form of
brain dysfunction characterized by in-
attention, is common in sepsis, prevent-
able, and treatable.44,45 Delirium has been
associated with increased cognitive de-
cline among patients with Alzheimer
disease9,32 as well as with increased rates
of long-term cognitive impairment in
mechanically ventilated patients.33 Ba-
sic biological research to understand
these mechanisms is clearly warranted.
Equally pressing is the need for inno-
vative clinical trials of both sepsis-
specific therapy and improved life sup-
port. Our results suggest that such trials
should look beyond short-term mortal-
ity to long-term cognitive and func-
tional outcomes of crucial interest to pa-
tients.46

We conducted analyses that address
several possible limitations. The regres-
sions used only within-person variation
to estimate the association with severe
sepsis; thus, characteristics of the survi-
vors that did not change over time can-
not explain the timing of changes in cog-
nitiveandfunctional status.Thedifferent
cognitive and physical function out-

Figure 4. Change in Individual ADLs and
Instrumental ADLs by Baseline Functioning
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InterpretiveExample:Nosingleactivityofdailyliving(ADL)
or instrumental ADL accounted for the worsened func-
tional status among survivors of severe sepsis. Instead,
there was a wide range of new difficulties across the ar-
ray of activities.
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comes between the survivors of severe
sepsisandof thecomparisongeneralhos-
pitalizations suggest that the sepsis
results were not simply due to the aging
of the cohort or the mere fact of hospi-
talization, processes shared equally by
both groups. These different outcomes
also suggest that our results cannot be
attributed solely to asymmetric censor-
ing, one form of a potential bias known
as “truncation by death.”47 However,
because patients with worse cognitive
and physical functioning have greater
mortality (eFigure, available at www
.jama.com),22,30 there may be some con-
servative bias in our results. This form
of truncation by death results if pa-
tients with the worst cognitive and physi-
cal declines after sepsis do not survive
long enough for a follow-up survey. To
the extent that such truncation by death
is present, the full effect of severe sepsis
on cognitive and physical functioning
would be even greater than we mea-
sured.

Our study has several limitations. Un-
like prior studies that have focused on
acute functional decline in the perihos-
pitalization period,1,8,48-50 the pres-
ent results demonstrate only long-term
effects; short-term deficits (eg, less than
6-12 months) are likely greater, with at
least some patients recovering some
function prior to their next HRS bien-
nial survey. The neuropsychological bat-
tery that we used provided an assess-
ment of global cognitive function, but
did not allow detailed study of indi-
vidual cognitive domains nor did it es-
tablish a definitive clinical diagnosis of
dementia. Importantly, we used cogni-
tive categories and cutoff scores that have
shown good correlation with clinical de-
mentia51 and expected outcomes of de-
mentia3,27 in prior studies. We used a
claims-based definition of severe sep-
sis. Although this is not the same as pro-
spective clinical assessment, it is the
same approach used in recent land-
mark epidemiological studies.5,15 Our
data were restricted to fee-for-service
Medicare patients aged 65 years or
older.5 We have shown that these dete-
riorations were temporally associated
with severe sepsis and independent of

other stable patient characteristics, but
we have not conclusively proven that it
was severe sepsis rather than other si-
multaneous events that led to these de-
clines. Although, to our knowledge, this
is the largest study to date of severe sep-
sis and our outcomes of interest, our
study was not powered to examine in-
teractions, such as the extent to which
the changes after sepsis varied with the
number of organ failures or type of in-
citing organism. Medicare claims lack
the information necessary to disen-
tangle whether particular acute inter-
ventions are associated with differing
long-term outcomes. Finally, we dem-
onstrated the association of severe sep-
sis with functioning under the treat-
ment regimes in effect in a range of US
hospitals at a particular point in time.
New treatments for sepsis, or changes
in life support or other hospital prac-
tices, may modify the long-term cogni-
tive and functional effects of severe sep-
sis, even if these deficits are not an
explicit target of care.

In summary, in this large nationally
representative cohort of older adults, we
found that the odds of acquiring mod-
erate to severe cognitive impairment
were 3.3 times as high following an epi-
sode of sepsis, with an additional mean
increase of 1.5 new functional limita-
tions per person among those with no

or mild to moderate preexisting func-
tional limitations. Thus, sepsis is of-
ten a sentinel event in the lives of older
patients, initiating major and endur-
ing cognitive and functional declines
with lasting implications for patients’
independence, for their loved ones, and
for the societal institutions charged with
supporting them. Future research to
identify mechanisms leading from sep-
sis to cognitive impairment and func-
tional disability—and interventions to
prevent or slow these accelerated de-
clines—is especially important now
given the aging of the population.
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Functional Class at Baseline by Limitations
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(n = 159)

Before sepsis −0.020 0.11 0.84
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Abbreviation: CI, confidence interval.
aResults of latent growth curve regression with individual-level fixed effects, controlling for all time-invariant character-

istics of the patient. The within-patient R2 were 0.25 for the no limitation group, 0.37 for those with mild to moderate
baseline limitations, and 0.45 for those with severe baseline limitations. The absence of association would be indi-
cated by the acquisition of 0 new functional limitations.

Interpretive Example: Patients with mild to moderate limitations at baseline were acquiring 0.11 new limitations a year
before severe sepsis. They acquired 1.50 new limitations at hospitalization for severe sepsis. Each year after sepsis,
they acquired 0.51 new limitations a year, a statistically significant increase relative to their presepsis rates (Figure 3).
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thies En Réanimation. Presence and severity of inten-
sive care unit-acquired paresis at time of awakening
are associated with increased intensive care unit and
hospital mortality. Crit Care Med. 2009;37(12):
3047-3053.
36. Callahan LA, Supinski GS. Sepsis-induced
myopathy. Crit Care Med. 2009;37(10)(suppl):
S354-S367.
37. Schweickert WD, Hall J. ICU-acquired weakness.
Chest. 2007;131(5):1541-1549.
38. Needham DM. Mobilizing patients in the inten-
sive care unit: improving neuromuscular weakness and
physical function. JAMA. 2008;300(14):1685-
1690.
39. Schweickert WD, Pohlman MC, Pohlman AS, et al.
Early physical and occupational therapy in mechani-
cally ventilated, critically ill patients. Lancet. 2009;
373(9678):1874-1882.
40. Kuo H-K, Sorond F, Iloputaife I, Gagnon M, Milberg
W, Lipsitz LA. Effect of blood pressure on cognitive
functions in elderly persons. J Gerontol A Biol Sci Med
Sci. 2004;59(11):1191-1194.
41. Langa KM, Foster NL, Larson EB. Mixed demen-
tia: emerging concepts and therapeutic implications.
JAMA. 2004;292(23):2901-2908.
42. Mikkelsen ME, Lanken PE, Biester R, et al. Con-
servative fluide strategy is associated with neurocog-
nitive deficits in survivors of acute lung injury. Paper
presented at: American Thoracic Society; May 21,
2008; Toronto, ON.
43. Kuo HK, Yen CJ, Chang CH, Kuo CK, Chen JH,
Sorond F. Relation of C-reactive protein to stroke,
cognitive disorders, and depression in the gen-
eral population. Lancet Neurol. 2005;4(6):371-
380.
44. Sprung CL, Peduzzi PN, Shatney CH, et al; The
Veterans Administration Systemic Sepsis Coopera-
tive Study Group. Impact of encephalopathy on mor-
tality in the sepsis syndrome. Crit Care Med. 1990;
18(8):801-806.
45. Ely EW, Shintani A, Truman B, et al. Delirium as
a predictor of mortality in mechanically ventilated pa-
tients in the intensive care unit. JAMA. 2004;291
(14):1753-1762.
46. Iwashyna TJ. Survivorship will be the defining chal-
lenge of critical care in the 21st century. Ann Intern
Med. 2010;153(3):204-205.
47. McConnell S, Stuart EA, Devaney B. The
truncation-by-death problem. Eval Rev. 2008;
32(2):157-186.
48. Boyd CM, Ricks M, Fried LP, et al. Functional de-
cline and recovery of activities of daily living in hos-
pitalized, disabled older women. J Am Geriatr Soc.
2009;57(10):1757-1766.
49. Boyd CM, Xue QL, Guralnik JM, Fried LP. Hos-
pitalization and development of dependence in ac-
tivities of daily living in a cohort of disabled older
women. J Gerontol A Biol Sci Med Sci. 2005;60
(7):888-893.
50. Covinsky KE, Palmer RM, Fortinsky RH, et al. Loss
of independence in activities of daily living in older
adults hospitalized with medical illnesses: increased vul-
nerability with age. J Am Geriatr Soc. 2003;51
(4):451-458.
51. Plassman BL, Langa KM, Fisher GG, et al. Preva-
lence of dement ia in the Un i ted Sta tes .
Neuroepidemiology. 2007;29(1-2):125-132.

COGNITIVE IMPAIRMENT, DISABILITY, AND SEVERE SEPSIS

1794 JAMA, October 27, 2010—Vol 304, No. 16 (Reprinted) ©2010 American Medical Association. All rights reserved.

 at SUNY Stony Brook on November 17, 2010 www.jama.comDownloaded from 

http://jama.ama-assn.org

