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Abstract

Background Heightened blood pressure (BP) responses to
mental stress predict raised BP levels over subsequent years,
but evidence for associations with incident hypertension is
limited, and the significance of inflammatory responses is
uncertain.

Purpose We investigated the relationship between BP and
plasma fibrinogen responses to stress and incident hyperten-
sion over an average 8-year follow-up.

Method Participants were 636 men and women (mean age
59.1 years) from the Whitehall II epidemiological cohort with
no history of cardiovascular disease and hypertension. They
performed standardized behavioral tasks (color/word conflict
and mirror tracing), and hypertension was defined by clinic
measures and medication status.

Results Of participants in the highest systolic BP reactivity
tertile, 29.3 % became hypertensive over the follow-up period
compared with 16.5 % of those in the lowest tertile, with an
odds ratio 0f 2.02 (95 % CI 1.17-3.88, p=0.012) after adjust-
ment for age, sex, grade of employment, body mass index,
smoking, alcohol consumption, physical activity, follow-up
time, subjective stress response, perceived task difficulty, per-
ceived task engagement, and baseline BP. Similar associations
were observed for diastolic BP reactivity (odds ratio 2.05,
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95 % CI 1.23-3.40, p=0.006) and for impaired systolic BP
post-stress recovery (odds ratio 2.06, 95 % CI 1.19-3.57,
p=0.010). Fibrinogen reactions to tasks also predicted future
hypertension in women (odds ratio 2.64, 95 % CI 1.11-6.30,
p=0.029) but not men.

Conclusions These data suggest that heightened cardiovascu-
lar and inflammatory reactivity to mental stress is associated
with hypertension risk, and may be a mechanism through
which psychosocial factors impact on the development of
hypertension.

Keywords Stressreactivity - Stressrecovery - Allostatic load -
Inflammation

Introduction

The role of psychological stress in the etiology of hyperten-
sion has been investigated using two main approaches. The
first is observational epidemiology, measuring the associa-
tions between exposure to psychological stress and the devel-
opment of hypertension [1]. The second is the mechanistic
approach, studying the impact of acute mental stress on car-
diovascular function. A number of longitudinal studies have
demonstrated that heightened blood pressure (BP) reactivity
to acute stress predicts increases in tonic BP levels over time
[2]. The theory underlying these investigations is that individ-
ual differences in acute stress reactivity measured on a single
occasion reflect the person’s habitual response to everyday
stress, and that repeated episodes of cardiovascular activation
will lead to fixed hypertension.

Research relating BP stress reactivity with incident hyper-
tension, as opposed to raised BP within the normal range, is
relatively limited [3—6], and some studies have relied on self-
reported hypertension which may be inaccurate [7].
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Associations between heightened BP reactivity to stress and
incident hypertension have been positive, but modest in size.
One reason may be the use of standard arm cuffs to assess BP
reactivity; measures can be obtained only once every 1-2 min
with this method, so estimation of dynamic responses is lim-
ited compared with assessments based on beat-by-beat
methods [8]. Studies of BP stress reactivity are also vulnerable
to reverse causality. People with borderline or high-normal BP
show raised stress reactivity [9], and are at increased risk of
developing hypertension, so heightened reactivity may simply
reflect pre-existing risk for hypertension.

In the present study, we attempted to address these issues
by analyzing associations between systolic and diastolic BP
reactions to acute mental stress measured using beat-by-beat
methods and incident hypertension over a period of nearly
8 years in a longitudinal cohort of more than 600 initially
healthy men and women. We took into account other factors
that might predict incident hypertension including age, body
mass index (BMI), smoking, physical activity, and alcohol
consumption. Impaired BP recovery back to baseline levels
following stress is an indicator of chronic allostatic load [10],
and may also predict raised BP over time, so was assessed
along with stress reactivity [11]. Furthermore, we assessed
associations between heightened fibrinogen responses to
stress and future hypertension.

BP reactivity is only one element of a broader pattern of
disturbed physiological responses to stress, including neuro-
endocrine, inflammatory, and hemostatic responses. We have
previously shown that greater cortisol responses to acute stress
predict incident hypertension over a 3-year period [12].
Inflammation is also potentially relevant, since inflammatory
proteins such as fibrinogen are involved in the development of
coronary disease [13, 14]. As the principal substrate for throm-
bin, fibrinogen plays a pivotal role in the coagulation cascade.
It stimulates red blood cell aggregation and is a major deter-
minant of plasma viscosity and whole blood viscosity, eleva-
tion of which leads to increased total peripheral resistance and
elevated systemic arterial pressure. Fibrinogen affects a num-
ber of mechanisms involved in hypertensive arterial remodel-
ing, including proliferation of smooth muscle cells, vascular
fibrosis (deposition of collagen, fibronectin, and other extra-
cellular matrix components in the vessel wall), apoptosis, low
grade inflammation, and oxidative stress. Fibrinogen also
stimulates inflammation by upregulating the expression of
cellular adhesion molecules, favoring leukocyte recruitment
to the endothelium [15]. Stress-dependent hypertension in
mouse models has been shown to trigger inflammatory re-
sponses and to augment vasoconstriction and sodium reten-
tion, acting synergistically with angiotensin II [16]. Studies of
healthy people and individuals with hypertension have found
positive associations between the concentration of fibrinogen
in the circulation and BP [17, 18]. Fibrinogen is also sensitive
to acute mental stress, with increases recorded from blood

samples taken immediately after challenging behavioral tasks
with only partial recovery 45 min later [19]. A small study
found that fibrinogen responses to acute stress predicted
changes in ambulatory BP over a 3-year period, but did not
investigate hypertension [20]. We therefore assessed associa-
tions between heightened fibrinogen responses to stress and
future hypertension.

Methods
Study Sample

Data were analyzed from two studies of stress reactivity car-
ried out with participants from the Whitehall II epidemiologic
cohort using identical mental stress tasks and cardiovascular
assessment protocols. The Psychobiology Study was conduct-
ed between 2000 and 2001 and involved 237 volunteers [21],
while the Heart Scan study was carried out from 2006 to 2008
with 543 volunteers [22]. Hypertension outcome was assessed
in 2012-2013, with a mean follow-up period of 7.91 + (stan-
dard deviation) 3.4 years. In both studies, we recruited volun-
teers of White European origin with no history or objective
signs of coronary heart disease and no previous diagnosis or
treatment for hypertension, inflammatory diseases, or aller-
gies. Participants were free of any prescribed or over the coun-
ter medications at the time of testing. Selection was stratified
by grade of employment (current or most recent) to include
higher and lower socioeconomic status participants.
Participants provided informed consent and ethical approval
was obtained through the National Research Ethics Service.

We obtained outcome data on hypertension outcome
from 736 (94.4 %) of the original sample. However, 83
individuals had resting BP >140/90 mmHg at the time
of stress testing, despite having no history or formal
diagnosis of hypertension. They were excluded from
the analyses to protect against reverse causality, along
with 17 individuals with missing data on one or more
covariates. The analytic sample therefore comprised 636
people (307 men and 299 women). Comparison between
the analytic sample and those excluded indicated that,
as expected, the excluded individuals had higher resting
systolic BP (139.0+£16.3 vs 119.4+12.4 mmHg,
p<0.001) and resting diastolic BP (81.7+10.4 vs 71.5
+8.9 mmHg, p<0.001). They were also slightly older
on average (61.8+9.4 vs 59.1+6.7 years, p<0.001) and
had greater BMI (26.8+4.0 vs 25.5+3.8, p<0.001).
Importantly, there were no differences in systolic BP,
diastolic BP, or fibrinogen stress reactivity between in-
dividuals included and excluded from the analytic sam-
ple (p>0.36), so the groups did not differ on key ex-
posure variables.
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Mental Stress Testing

Mental stress was induced by two behavioral tasks. The first
was a computerized color-word interference task, involving
the successive presentation of target color words (e.g., green,
yellow), printed in another color [23]. At the bottom of the
computer screen were four names of colors printed in incorrect
colors. The task was to press a computer key that
corresponded to the position at the bottom of the screen of
the name of the color in which the target word was printed.
The rate of presentation of stimuli was adjusted to the perfor-
mance of the participant, to ensure sustained demands. The
second task was mirror tracing, and the tracing of a star with a
metal stylus which could only be seen in mirror image [24].
Each time the stylus came off the star, a mistake was registered
and a loud beep was emitted by the apparatus (Lafayette
Instruments Corp, Lafayette, IN, USA). Participants were told
that the average person completed five circuits of the star in
the time available, and were asked to give accuracy priority
over speed on both tasks.

Procedure

Mental stress testing was performed individually in either the
morning or afternoon in a light temperature-controlled laborato-
ry, and participants were instructed to refrain from drinking
caffeinated beverages or smoking for at least 2 h before the
study and not to have performed vigorous physical activity or
consumed alcohol the previous evening. Brachial BP was mea-
sured at rest with an OMRON HEM 907 digital monitor, after
which BP was monitored continuously from the non-dominant
hand using a Finapres (Psychobiology Study) or Finometer
(Heart Scan Study), and a venous cannula was inserted for the
collection of blood samples. After a 30-min rest period, baseline
BP was monitored for 5 min, a baseline blood sample was
drawn, and subjective stress ratings were obtained on a seven-
point scale from 1=no stress to 7=maximum stress. Saliva
samples were also collected for the measurement of salivary free
cortisol, but findings are not reported here, since the protocol
differed slightly between the two studies [12]. Two 5-min be-
havioral tasks were then administered in a random order. Blood
pressure monitoring continued throughout tasks, and blood and
saliva samples were obtained immediately after the second task.
Participants rated subjective stress during the tasks and also
provided ratings of task difficulty and task engagement using
seven-point scales. Recovery levels of BP were measured 40—
45 min after tasks. Blood samples were collected in EDTA tubes
and centrifuged immediately at 2500 rpm for 10 min at room
temperature. Plasma was removed from the tube and aliquoted
into 0.5 ml portions and stored at —80 °C until analysis.
Clottable fibrinogen was measured using an automated Clauss
assay in a MDA-180 coagulometer (Oragon Teknika,
Cambridge, UK).
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Other Measures

Height and weight were measured for the assessment of BMI,
and information on smoking, physical activity and alcohol
consumption was obtained by questionnaire. Alcohol units
per week were derived from questions about the frequency
of drinking a range of alcohol beverages. Participants reported
how many times a week they engaged in vigorous physical
activity (defined as activity that “makes you feel out of breath”
such as running and participation in strenuous sports), the type
of activity, and their total amount of weekly walking in mi-
nutes. Respondents were specifically asked to report how
many minutes they walked outside their home or workplace
on weekdays and weekends, which were combined to calcu-
late the total weekly amount. These measures have been relat-
ed to risk of the metabolic syndrome and inflammation in the
full Whitehall II study [25, 26], and also predict all-cause
mortality [27]. Participants were divided into sedentary (no
vigorous activity) and active groups for analysis.

Hypertension Assessment

Incident hypertension was measured at a clinic assessment
carried out as part of the routine follow-up of the Whitehall
II cohort in 2012-2013 [28]. Blood pressure was measured
twice in the sitting position after 5 min of rest using an
OMRON HEM 907 digital sphygmomanometer, and the av-
erage was taken. Participants were also questioned in detail
about medication status. We defined hypertension according
to the 7th report of the Joint National Committee on
Prevention, Detection, Evaluation, and Treatment of High
Blood Pressure as physician diagnosis, systolic/diastolic BP
>140/90 mmHg, or use of antihypertensive medication [29].

Statistical Analysis

We averaged beat by beat BP readings for the 5-min baseline,
the two 5-min tasks, and the 40—45-min post-task recovery
period. Systolic and diastolic BP stress reactivity was defined
as the difference between mean levels during tasks and base-
line. Fibrinogen stress reactivity was defined as the difference
between concentrations at baseline and after the task period.
Incident hypertension was identified in 143 (22.8 %) partici-
pants. We compared the characteristics at the time of stress
testing of individuals with and without future hypertension
using analysis of variance for continuous variables and Chi
analysis for categorical variables. In multivariable analyses,
we included as covariates factors known to be related to stress
responsivity including age, gender, socioeconomic status de-
fined by grade of employment, smoking status, BMI, alcohol
consumption, physical activity, follow-up time, and the base-
line level of the exposure variable (BP or fibrinogen) [21,
30-32]. Time of testing (morning or afternoon) was included
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as an additional covariate in preliminary analyses but did not
relate to outcomes so was not entered in the final models.

In order to compare associations between stress
responsivity and hypertension across variables, we divid-
ed reactions to tasks and recovery levels into tertiles, but
the same pattern of results emerged when continuous units
of measurement were used to quantify reactivity and re-
covery. Associations between stress reactivity and inci-
dent hypertension were analyzed using logistic regression,
computing the odds of hypertension for each tertile in-
crease in systolic BP reactivity, diastolic BP reactivity, or
fibrinogen reactivity, compared with the lowest tertile, af-
ter adjustment for covariates. Results are presented as
odds ratios with 95 % confidence intervals (CI). We used
a similar method to evaluate the prognostic significance of
impaired post-stress recovery in BP. Since fibrinogen
baseline levels differed in men and women, we analyzed
fibrinogen responses separately by sex.

Results

The study sample had a mean age of 59.1 years at baseline, with
moderate BMIs and few smokers (Table 1). Baseline BP was
low in this healthy sample, averaging 119.4/71.5 mmHg. The
incidence of hypertension was 22.8 % overall and did not differ
in participants in the Psychobiology and Heart Scan studies
(23.2 and 22.1 %, respectively). The 143 participants who de-
veloped hypertension over the follow-up period had higher
baseline BP measured by brachial cuff or from the finger
(p<0.001) and baseline BMI (p=0.006), though values were
still in the healthy range on average. There were no significant
differences between future hypertensives and the remainder in
age at baseline, grade of employment, smoking, alcohol con-
sumption, physical activity, or follow-up interval, but incident
hypertension was more common among men (p =0.006).
Subjective ratings of stress increased markedly in response
to tasks, rising from a mean 1.41 to 4.16 on the seven-point

Table 1  Characteristics of study participants
Complete sample Normotensive on Hypertensive on p difference
(n=626) follow-up (n=483) follow-up (n=143)

Men 307 (52.2 %) 238 (49.3 %) 89 (62.2 %) 0.008
Women 299 (47.8 %) 245 (50.7 %) 54 (37.8 %)
Age (years) 59.1+6.7 58.9+6.6 60.1£7.0 0.055
Grade of employment

Higher 248 (39.6 %) 190 (39.3 %) 58 (40.6 %) 0.93

Intermediate 232 (37.1 %) 181 (37.5 %) 51 (35.7 %)

Lower 146 (23.3 %) 112 (23.2 %) 34 (23.8 %)
Body mass index 255+39 253439 263+3.4 0.006
Current smoker 37 (5.9 %) 29 (6.0 %) 8 (5.6 %) 1.00
Alcohol units per week 9.08+8.8 8.90+84 9.70+10.0 0.34
Vigorous activity 285 (45.5 %) 225 (46.6 %) 60 (42.0 %) 0.34
Follow-up period (years) 791434 7.89+£34 7.99+34 0.77
Systolic BP (mmHg) 119.4+124 117.2+12.0 126.7+10.6 <0.001
Diastolic BP (mmHg) 71.5+8.9 70.1+8.7 76.3+8.3 <0.001
Fibrinogen (g/1)

Men (n=319) 2.94+0.58 2.93+0.60 2.97+0.53 0.62

Women (n=285) 3.15+0.62 3.15+0.63 3.13+£0.55 0.85
Stress rating (1-7) 1.41+0.78 1.42+0.79 1.36+£0.74 0.41
Systolic BP tasks 147.4+20.7 143.7+19.5 159.7+£19.9 <0.001
Systolic BP recovery 127.3+15.5 1249+15.1 1354+12.4 <0.001
Diastolic BP tasks 85.6+11.5 83.7+11.0 91.8+10.8 <0.001
Diastolic BP recovery 76.5+10.5 75.1+10.4 81.3+£9.7 <0.001
Fibrinogen reactivity

Men 0.12+0.18 0.12+0.18 0.12+£0.19 0.86

Women 0.13+0.22 0.12+0.23 0.19+023 0.061
Stress rating response 2.75+1.5 2.70+1.5 292+1.4 0.12
Task difficulty (1-7) 5.66+1.0 5.67+1.0 5.65+£1.0 0.84
Task engagement (1-7) 5.66+1.3 5.66+1.3 5.65+1.2 0.92

Mean + standard deviation or N (percent)
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scale, and participants reported that the tasks were difficult
and involving. The BP responses to tasks were substantial,
averaging a 28/14 mmHg increase, while plasma fibrinogen
concentration increased by 4-5 % (Table 1). In bivariate anal-
yses, systolic and diastolic BP during tasks and in the post-
task recovery period were significantly higher in future hyper-
tensives, while fibrinogen stress responses tended to be higher
among women who became hypertensive (p=0.061). There
were no differences in subjective measures between partici-
pants who remained normotensive or became hypertensive
over the follow-up period. The intercorrelations between co-
variates and stress responsivity measures are summarized in
Table 2. The mean increase in systolic BP during stress tests
averaged 12.2, 27.0, and 44.6 mmHg in the three reactivity

Table 2  Correlations between variables

tertiles, while the corresponding increases in diastolic BP av-
eraged 6.7, 13.7, and 21.6 mmHg. Table 3 summarizes the
multivariate analyses of cardiovascular and inflammatory
stress responses as predictors of incident hypertension. The
proportion of participants who became hypertensive was
29.3 % in the higher compared with 16.5 % in the lower
systolic BP reactivity tertile, with an odds ratio of 2.02
(95 % CI 1.17-3.48, p=0.012) after adjustment for age, sex,
grade of employment, smoking status, alcohol consumption,
physical activity, follow-up time, subjective stress response,
perceived task difficulty and task engagement, and baseline
systolic BP. The odds ratio of hypertension for participants in
the higher diastolic BP reactivity tertile was 2.05 (95 % CI
1.23-3.40, p=0.006). The other variables independently

SBP base SBP A SBPrecovery DBP base DBP A

Fib base men Fib A men Fib base women Fib A women Age

SBP base - 0.15%  —0.08* 0.59% 0.08
SBP A - 0.21* 0.14%* 0.71%*
SBP recovery - 0.03 0.18*
DBP base - 0.09*
DBP A -
Fib base men
Fib A men
Fib base women
Fib A women
Age

Gender Grade BMI Smoke Alcohol
SBP base -0.19*  0.09* 0.17* —-0.05 0.06
SBP A 0.01 -0.04 -0.06 -0.11* 0.01
SBP recovery  0.11* 0.13*  0.05 0.02 -0.07
DBP base -0.15*%  0.05 0.25% 0.02 0.14%*
DBP A 0.10% -0.03 0.01 —-0.06 —-0.01
Fib base men 0.12%  0.27* 0.15% 0.01
Fib A men 0.09 0.04 0.07 —0.02
Fib base women 0.18%  0.27* 0.08 —0.16*
Fib A women -0.09 -0.07 —-0.03 -0.07
Age 0.07 0.08 —0.04 —-0.05 —0.06
Gender - 0.05 0.25% 0.02 —0.16*
Grade - -0.01 0.08 -0.17*
BMI - —-0.02 0.07
Smoke 0.12%
Alcohol -
VPA
F-up time
Stress
Difficulty

0.12* 0.13* 0.15% 0.06 0.25%
0.01 0.13 —0.03 0.17* 0.21*
0.06 -0.01 0.09 0.12 0.12%
0.12* 0.12* 0.14* —0.01 0.09*
0.01 0.12* 0.04 0.08 0.06
- 0.14* 0.26*
- 0.15%
- —-0.03 0.18*
- 0.24*
VPA F-up time  Stress Difficulty Engagement
—0.05 —0.28* —0.03 —0.02 —-0.01
0.06 —0.22* 0.11%* —0.04 0.08*
-0.07 -0.16* —0.01 0.01 0.03
-0.03 —0.13* 0.02 0.01 —0.03
0.01 —0.05 0.13* —0.01 0.09*
—0.11 —-0.26* —0.01 0.02 0.03
-0.01 —-0.30* 0.06 —-0.01 0.01
—-0.15% —-0.17* 0.04 0.02 —0.11
—0.10 —0.23* 0.01 0.01 —0.04
—-0.16* —0.72* 0.10* 0.02 —0.07
—0.11* —0.14* 0.09* 0.11* —0.03
—0.08* —0.03 0.03 —0.03 —0.02
—0.07 —0.03 —0.05 —0.04 —0.01
—0.05 0.05 —0.03 0.01 —0.09*
0.09 0.03 0.01 0.06 0.04
- 0.18* —0.03 0.03 0.03
- —0.09* —0.05 0.02
- 0.33* 0.12*
- —0.01

Reference groups: gender = men; grade = higher grade; smoke = non-smokers; VPA =non-active

SBP systolic BP, DBP diastolic BP, Fib fibrinogen, Base baseline value, A reactivity, VPA vigorous physical activity, F-up time follow-up period, stress,

difficulty, engagement ratings after tasks
*p<0.05
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Table 3  Cardiovascular and inflammatory responses to mental stress and incident hypertension

Exposure variable Category Incident Incident Adjusted odds ratio® p value
hypertension (V) hypertension (%)
Systolic BP task reactivity Low 34/206 16.5 % 1
Medium 47/211 223 % 1.35 (0.78-2.32) 0.28
High 61/208 29.3 % 2.02 (1.17-3.48) 0.012
Systolic BP recovery Low 40.206 19.4 % 1
Medium 52/207 25.1 % 1.74 (1.03-2.94) 0.037
High 49/207 23.7 % 2.06 (1.19-3.57) 0.010
Diastolic BP task reactivity Low 34/205 16.6 % 1
Medium 43/212 203 % 1.00 (0.58-1.71) 0.99
High 65/208 31.3 % 2.05 (1.23-3.40) 0.006
Diastolic BP recovery Low 48/207 232 % 1
Medium 52/208 25.0 % 1.29 (0.78-2.12) 0.32
High 42/206 20.4 % 1.05 (0.63-1.76) 0.84
Fibrinogen task reactivity (women) Low 43/196 21.9 % 1
Medium 38/205 18.5 % 1.99 (0.83-4.98) 0.12
High 50/191 26.2 % 2.64 (1.11-6.30) 0.029

# Adjusted for age, sex, grade of employment, body mass index, smoking status, alcohol consumption, physical activity, follow-up time, subjective stress
response, perceived task difficulty, perceived task engagement, and baseline value of the exposure variable

associated with incident hypertension in the final model were
older age (p=0.004), longer follow-up time (»p<0.001), and
higher baseline BP (p<0.001). We also found that incident
hypertension was associated with systolic BP recovery, with
an adjusted odds ratio of 2.06 (95 % CI 1.19-3.57, p=0.010)
for individuals whose BP remained in the highest compared
with lowest tertile during the recovery period.

In women, a heightened fibrinogen stress response indepen-
dently predicted hypertension, with an odds ratio 0f2.64 (95 % CI
1.11-6.30, p=0.045) adjusted for covariates (see Table 3). The
incidence of hypertension was 21.9 % among women in the low
reactivity tertile compared with 26.2 % in the high tertile. But we
did not find any association between fibrinogen responses to
stress and future hypertension in men (odds ratio 1.07, 95 % CI
0.55-2.09, p=0.84).

In sensitivity analyses, we repeated the regressions substitut-
ing change in BMI between baseline and follow-up for baseline
BMILI. The results remained the same, indicating that the associa-
tions between cardiovascular reactivity and future hypertension
were not mediated by changes in adiposity. All significant effects
remained the same when BP and fibrinogen responses were
modeled as continuous variables rather than by dividing into
tertiles.

Discussion
Our analyses indicate that heightened systolic and diastolic BP

reactivity to standardized mental stress predict risk of incident
hypertension over a follow-up period of 8 years in middle-

aged and older men and women without a previous history of
hypertension or cardiovascular disease. The associations were
substantial, with a twofold increased risk among people in the
higher compared with lower tertile of BP reactivity, and were
independent of age, gender, socioeconomic status, BMI,
smoking, physical activity, alcohol intake, and baseline BP
levels. The effects were also independent of self-rated stress
and subjective appraisal of mental stress tasks. In addition, we
found that blunted recovery in systolic BP following stress
predicted future hypertension. Acute plasma fibrinogen re-
sponses to stress were also positively associated with incident
hypertension, but only among women.

These results differ from those in a previous study of a
younger subset of Whitehall IT cohort members with a mean
age of 44.1 years at the time of mental stress testing and
followed up over 10 years [3]; hypertension on follow-up
was associated with systolic and diastolic BP reactivity, but
not after age and baseline BP were taken into account.
Another study involving younger participants only found as-
sociations between stress reactivity and hypertension in sub-
groups but not in the total sample [5]. More robust associa-
tions may have emerged in this study because of the older age
of participants (mean 59.1 years) and higher incidence of hy-
pertension. Studies using problem-solving tasks as mental
stressors have reported more consistent findings for systolic
than diastolic BP reactivity [4, 7]. Diastolic BP reactions to
mental stress are arithmetically smaller than systolic BP reac-
tions, and may not be accurately measured with standard bra-
chial cuffs, since these register <5 % of possible BP readings
over a 5-min task period.
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This was an observational study, so we cannot conclude
that heightened reactivity was a cause of future hypertension.
However, we took care to reduce the risk of reverse causality
by adjusting analyses for baseline BP level and excluding
individuals with a history of diagnosed hypertension as well
as those who exhibited elevated resting BP at the time of stress
testing. This was done in order to protect against the possibil-
ity that undetected hypertension preceded the development of
heightened stress reactivity, since it has previously been
shown that heightened stress reactivity predicts future hyper-
tension in people with borderline hypertension [33].
Nevertheless, raised BP measured in the laboratory before
stress testing may also reflect anticipatory responses to the
impending mental stress tests rather than stable differences
in tonic BP, so might themselves be regarded as stress re-
sponses. Blood pressure levels in anticipation of physical ex-
ercise testing have been associated with future hypertension
[6]. Consequently, it is possible that the impact of BP stress
responses on incident hypertension was conservatively esti-
mated in this study, and that stronger effects might have
emerged by including participants with elevated BP at the
time of stress testing.

We measured subjective ratings of stress and task ap-
praisals because of their potential contribution to differences
in stress reactivity. Singer [34] established that task engage-
ment is a major determinant of physiological responses to
mental stress. It is possible that individuals who were more
absorbed in the tasks would show greater BP reactivity and be
more at risk for hypertension. However, ratings of task in-
volvement and difficulty did not differ between people who
were hypertensive or normotensive on follow-up, and the as-
sociations with BP reactivity remained significant after con-
trolling for these factors.

In addition to associations with BP reactivity, we also
found that impaired recovery after stress predicted incident
hypertension. Participants whose BP remained higher relative
to baseline 4045 min after stress tasks had a twofold increase
in risk compared with those whose BP returned to baseline
levels. This finding is biologically plausible because impaired
recovery following stress is one of the hallmarks of chronic
allostatic load [10] and has been associated with heightened
inflammation and hemostatic activation [35], shorter leuko-
cyte telomere length [36], and type 2 diabetes [37]. Impaired
recovery reflects disruption of biological regulatory systems
that persist after exposure to mental stress, and may indicate
persistent activation contributing to hypertension risk.

Plasma fibrinogen was assessed as an inflammatory marker
in this study, and increased in response to mental stress. We
found that women with greater fibrinogen responses to stress
were at raised risk of future hypertension, but the same pattern
was not observed in men. As noted in the “Introduction,”
fibrinogen is involved in hemostasis, coagulation, smooth
muscle cell proliferation in the arterial wall, and other

@ Springer

processes that might contribute to risk of hypertension [15,
38]. The reason for the sex difference is not clear.
Fibrinogen concentrations tended to be higher among women
throughout the study, and although the magnitude of re-
sponses was similar in men and women, the variability in
responses was greater in women than men. It is therefore
possible that the impact of individual variations in fibrinogen
response was more pronounced among women because of this
wider range. The sex difference in associations with hyperten-
sion may be a chance finding and requires corroboration in
future studies.

Study Limitations

This study was carried out with White European middle-aged
and older individuals, and did not include any Black partici-
pants. Young Black adults appear to be at raised risk of stress-
related hypertension [5], so associations with stress reactivity
may vary across ethnic groups [39]. We did not assess expo-
sure to chronic life stress over the follow-up period, and this
might influence the extent to which cardiovascular stress re-
actions are elicited repeatedly over time [40]. We defined hy-
pertension as elevated BP in a clinical session, physician di-
agnosis, and/or the use of antihypertensive medication. Such a
definition may lead to some misclassification, but this method
has been used extensively in the Whitehall I where it pro-
duces valid results [41, 42], and similar criteria are employed
in other epidemiological studies such as the Atherosclerosis
Risk in Communities and Framingham Heart Studies [43, 44].
We did not obtain measures of dietary sodium and potassium
that are potentially relevant. The study did not include a com-
parison no-stress control group against which to evaluate fi-
brinogen responses, and stress testing was only carried out
once. However, previous studies have shown no significant
changes in other inflammatory markers despite repeated mea-
surement across similar time periods [45], and stability of
cardiovascular responses over repeated sessions is high [46].
The analysis of post-stress recovery was limited to measures
taken 40—45 min after stress, so did not capture shorter term
recovery profiles.

Conclusions

This study has a number of strengths. It was carried out with a
well-characterized sample of healthy older adults whose car-
diovascular health has been monitored closely over the past
30 years. Because of this, we were confident that known hy-
pertensives were excluded, as were people with any signs of
undetected hypertension at baseline. The follow-up rate was
high, with 94 % of potential participants being retained in the
prospective analysis. In conclusion, these results show that
heightened BP reactions to mental stress are associated with
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a significant risk of future hypertension, and that impaired
cardiovascular recovery following stress and inflammatory
responses are also predictors of incident hypertension. The
study provides a mechanistic substrate for the role that
stress-related factors may play in the development of hyper-
tension [1, 47].

Compliance with Ethical Standards

Funding This research was supported by the British Heart Foundation
(RG/10/005/28296).

Authors’ Statement of Conflict of Interest and Adherence to Ethical
Standards Authors Steptoe, Kiviméki, Lowe, Rumley, and Hamer de-
clare that they have no conflict of interest. All procedures, including
informed consent process, were conducted in accordance with the ethical
standards of the responsible committee of human experimentation (insti-
tutional and national) and with the Helsinki Declaration of 1975, as re-
vised in 2000.

Open Access This article is distributed under the terms of the Creative
Commons Attribution 4.0 International License (http://
creativecommons.org/licenses/by/4.0/), which permits unrestricted use,
distribution, and reproduction in any medium, provided you give appro-
priate credit to the original author(s) and the source, provide a link to the
Creative Commons license, and indicate if changes were made.

References

1. Steptoe A, Kivimaki M. Stress and cardiovascular disease: An up-
date on current knowledge. Annu Rev Public Health. 2013;34: 337-
354.

2. Chiday, Steptoe A. Greater cardiovascular responses to laboratory
mental stress are associated with poor subsequent cardiovascular
risk status: A meta-analysis of prospective evidence.
Hypertension. 2010; 55: 1026-1032.

3. Carroll D, Smith GD, Shipley MJ, et al. Blood pressure reactions to
acute psychological stress and future blood pressure status: A 10-
year follow-up of men in the Whitehall II study. Psychosom Med.
2001; 63: 737-743.

4. Carroll D, Phillips AC, Der G, Hunt K, Benzeval M. Blood pressure
reactions to acute mental stress and future blood pressure status:
Data from the 12-year follow-up of the west of Scotland study.
Psychosom Med. 2011; 73: 737-742.

5. Markovitz JH, Raczynski JM, Wallace D, Chettur V, Chesney MA.
Cardiovascular reactivity to video game predicts subsequent blood
pressure increases in young men: The CARDIA study. Psychosom
Med. 1998; 60: 186-191.

6. Everson SA, Kaplan GA, Goldberg DE, Salonen JT. Anticipatory
blood pressure response to exercise predicts future high blood pres-
sure in middle-aged men. Hypertension. 1996; 27: 1059-1064.

7. Carroll D, Ginty AT, Painter RC, et al. Systolic blood pressure
reactions to acute stress are associated with future hypertension
status in the Dutch Famine Birth Cohort Study. Int J
Psychophysiol. 2012; 85: 270-273.

8. Steptoe A, Vogele C. The methodology of mental stress testing in
cardiovascular research. Circulation. 1991; 83: 1114-1124.

9. Fredrikson M, Matthews KA. Cardiovascular responses to behav-
ioral stress and hypertension: A meta-analytic review. Ann Behav
Med. 1990; 12: 30-39.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

McEwen BS. Physiology and neurobiology of stress and adapta-
tion: Central role of the brain. Physiol Rev. 2007; 87: 873-904.
Panaite V, Salomon K, Jin A, Rottenberg J. Cardiovascular recov-
ery from psychological and physiological challenge and risk for
adverse cardiovascular outcomes and all-cause mortality.
Psychosom Med. 2015; 77: 215-226.

Hamer M, Steptoe A. Cortisol responses to mental stress and inci-
dent hypertension in healthy men and women. J Clin Endocrinol
Metab. 2012; 97: E29-34.

Danesh J, Lewington S, Thompson SG, et al. Plasma fibrinogen
level and the risk of major cardiovascular diseases and nonvascular
mortality: An individual participant meta-analysis. JAMA. 2005;
294: 1799-1809.

Kaptoge S, Di Angelantonio E, Pennells L, et al. C-reactive protein,
fibrinogen, and cardiovascular disease prediction. N Engl J Med.
2012; 367: 1310-1320.

Hansson GK. Inflammation, atherosclerosis, and coronary artery
disease. N Engl J Med. 2005; 352: 1685-1695.

Marvar PJ, Vinh A, Thabet S, et al. T lymphocytes and vascular
inflammation contribute to stress-dependent hypertension. Biol
Psychiatry. 2012; 71: 774-782.

Chae CU, Lee RT, Rifai N, Ridker PM. Blood pressure and inflam-
mation in apparently healthy men. Hypertension. 2001; 38: 399-
403.

Folsom AR, Qamhieh HT, Flack JM, et al. Plasma fibrinogen:
Levels and correlates in young adults. The Coronary Artery Risk
Development in Young Adults (CARDIA) Study. Am J Epidemiol.
1993; 138: 1023-1036.

Steptoe A, Kunz-Ebrecht S, Owen N, et al. Influence of socioeco-
nomic status and job control on plasma fibrinogen responses to
acute mental stress. Psychosom Med. 2003; 65: 137-144.

Brydon L, Steptoe A. Stress-induced increases in interleukin-6 and
fibrinogen predict ambulatory blood pressure at 3-year follow-up. J
Hypertens. 2005; 23: 1001-1007.

Steptoe A, Feldman PM, Kunz S, et al. Stress responsivity and
socioeconomic status: A mechanism for increased cardiovascular
disease risk? Euro Heart J. 2002; 23: 1757-1763.

Hamer M, O’Donnell K, Lahiri A, Steptoe A. Salivary cortisol re-
sponses to mental stress are associated with coronary artery calcifica-
tion in healthy men and women. Eur Heart J. 2010; 31: 424-429.
Muldoon MF, Bachen EA, Manuck SB, et al. Acute cholesterol
responses to mental stress and change in posture. Arch Intern
Med. 1992; 152: 775-780.

Owens JF, Stoney CM, Matthews KA. Menopausal status influ-
ences ambulatory blood pressure levels and blood pressure changes
during mental stress. Circulation. 1993; 88: 2794-2802.

Hamer M, Sabia S, Batty GD, et al. Physical activity and inflam-
matory markers over 10 years: Follow-up in men and women from
the Whitehall II cohort study. Circulation. 2012; 126: 928-933.
Rennie KL, McCarthy N, Yazdgerdi S, Marmot M, Brunner E.
Association of the metabolic syndrome with both vigorous and
moderate physical activity. Int J Epidemiol. 2003; 32: 600-606.
Sabia S, Dugravot A, Kivimaki M, et al. Effect of intensity and type
of physical activity on mortality: Results from the Whitehall II
cohort study. Am J Public Health. 2012; 102: 698-704.

Marmot M, Brunner E. Cohort profile: The Whitehall II study. /nt J
Epidemiol. 2005; 34: 251-256.

Chobanian AV, Bakris GL, Black HR, et al. The Seventh Report of
the Joint National Committee on Prevention, Detection, Evaluation,
and Treatment of High Blood Pressure: The JNC 7 Report. JAMA.
2003; 289: 2560-2572.

Phillips AC, Der G, Hunt K, Carroll D. Haemodynamic reactions to
acute psychological stress and smoking status in a large community
sample. Int J Psychophysiol. 2009; 73: 273-278.

Steptoe A, Ussher M. Smoking, cortisol and nicotine. Int J
Psychophysiol. 2006; 59: 228-235.

@ Springer



906

ann. behav. med. (2016) 50:898-906

32.

33.

34.

35.

36.

37.

38.

39.

Steptoe A, Wardle J. Cardiovascular stress responsivity, body mass
and abdominal adiposity. /nt J Obes. 2005; 29: 1329-1337.
Borghi C, Costa FV, Boschi S, Mussi A, Ambrosioni E. Predictors
of stable hypertension in young borderline subjects: A five-year
follow-up study. J Cardiovasc Pharmacol. 1986; 8(Suppl 5):
S138-141.

Singer MT. Engagement—involvement: A central phenomenon in
psychophysiological research. Psychosom Med. 1974; 36: 1-17.
Steptoe A, Marmot M. Impaired cardiovascular recovery following
stress predicts 3-year increases in blood pressure. J Hypertens.
2005; 23: 529-536.

Zalli A, Carvalho LA, Lin J, et al. Shorter telomeres with high
telomerase activity are associated with raised allostatic load and
impoverished psychosocial resources. Proc Natl Acad Sci U S A.
2014; 111: 4519-4524.

Steptoe A, Hackett RA, Lazzarino Al et al. Disruption of multisystem
responses to stress in type 2 diabetes: Investigating the dynamics of
allostatic load. Proc Natl Acad Sci U S A. 2014; 111: 15693-15698.
Makris TK, Tsoukala C, Krespi P, et al. Haemostasis balance dis-
orders in patients with essential hypertension. Thromb Res. 1997;
88:99-107.

Hicken MT, Lee H, Morenoff J, House JS, Williams DR. Racial/
ethnic disparities in hypertension prevalence: Reconsidering the
role of chronic stress. Am J Public Health. 2014; 104: 117-123.

@ Springer

40.

41.

42.

43.

44,

45.

46.

47.

Light KC, Girdler SS, Sherwood A, et al. High stress responsivity
predicts later blood pressure only in combination with positive fam-
ily history and high life stress. Hypertension. 1999; 33: 1458-1464.
Allan CL, Zsoldos E, Filippini N, et al. Lifetime hypertension as a
predictor of brain structure in older adults: Cohort study with a 28-
year follow-up. Br J Psychiatry. 2015; 206: 308-315.

Kivimaki M, Batty GD, Singh-Manoux A, et al. Validating the
Framingham Hypertension Risk Score: Results from the
Whitehall 11 study. Hypertension. 2009; 54: 496-501.

McEvoy JW, Chen Y, Nambi V, et al. High-sensitivity cardiac tro-
ponin T and risk of hypertension. Circulation. 2015; 132: 825-833.
Tanamas SK, Wong E, Backholer K, et al. Duration of obesity and
incident hypertension in adults from the Framingham Heart Study. J
Hypertens. 2015; 33: 542-545. discussion 545.

Steptoe A, Willemsen G, Owen N, Flower L, Mohamed-Ali V.
Acute mental stress elicits delayed increases in circulating inflam-
matory cytokine levels. Clin Sci. 2001; 101: 185-192.

Hamer M, Gibson EL, Vuononvirta R, Williams E, Steptoe A.
Inflammatory and hemostatic responses to repeated mental stress:
Individual stability and habituation over time. Brain Behav Immun.
2006; 20: 456-459.

Sparrenberger F, Cichelero FT, Ascoli AM, et al. Does psychosocial
stress cause hypertension? A systematic review of observational
studies. J Hum Hypertens. 2009; 23: 12-19.



	Blood Pressure and Fibrinogen Responses to Mental Stress as Predictors of Incident Hypertension over an 8-Year Period
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Methods
	Study Sample
	Mental Stress Testing
	Procedure
	Other Measures
	Hypertension Assessment
	Statistical Analysis

	Results
	Discussion
	Study Limitations

	Conclusions
	References


