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Abstract—In people aged >80 years, the so-caled very elderly, there is uncertainty about the relation between
hypertension and cardiovascular morbidity. The aims of this study were to investigate whether hypertension in people
aged >80 years is associated with target-organ damage, over and above the effects of age, and to determine whether
ambulatory blood pressure monitoring (ABPM) could improve on conventional blood pressure monitoring (CBPM) in
predicting target-organ damage. Investigations included echocardiographic measurement of left ventricular mass index
(LVMI), brain magnetic resonance imaging assessment of periventricular hyperintensity (PVH), urinary albumin-cre-
atinine ratio (ACR), aortic pulse wave velocity (PWV), and 24-hour ABPM. Forty-three subjects, at a mean age 84.3
years, were studied, 22 normotensive (NT) and 21 hypertensive (HT). CBP was 184/89 and 145/76 mm Hg in the HT
and NT groups, respectively. In men, LVMI was significantly greater in HT subjects, 157+37 vs 123+15 g/m? in NT
subjects (P<<0.05). In women, LVMI was similar in both groups. Urinary ACR was greater in HT than in NT subjects
(log ACR, 1.21+0.50 vs 0.95+0.23; P<<0.05). Cerebra PVH grade was higher in the HT subjects (2.6+0.8 vs
2.2+0.9), athough this difference was not significant. Aortic PWV did not differ between the 2 groups. ABPM was
positively associated with urinary ACR and cerebral PVH, independent of its correlation with CBPM. In advanced old
age, HT is associated with evidence of target-organ damage. ABPM can improve on CBPM in predicting very elderly
subjects with HT target-organ damage. (Hypertension. 2003;42:130-135.)
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he positive association between blood pressure and
cardiovascular complications is well established in
middle-aged and older adults.* In people aged >80 years, the
so-called very elderly, there is uncertainty about the relation
between hypertension (HT) and cardiovascular morbidity and
mortality.>> There is also uncertainty about the benefits of
antihypertensive treatment in the very elderly, because firm
conclusions cannot be drawn from clinical trial data to
date.-10 For example, treatment appears to be less effective
in very elderly people with isolated systolic hypertension.© |t
is possible that people who survive to 80 years and older, a
select group, might be somewhat tolerant of high blood
pressure. The presence of target-organ damage in very elderly
HT subjects would not be consistent with the notion that HT
is a benign condition in this age group. Previously published
data on HT target-organ damage in elderly people relate to
younger subjects, usualy aged 60 to 75 years. Forma
target-organ assessment has not previously been conducted in
the very elderly. Furthermore, HT research in this population
is complicated by the difficulty in distinguishing the changes
in organ systems due to HT from those of normal ageing.
L eft ventricular massincreases with age and with increased
blood pressure.1112 |n the very elderly, it is unknown whether
HT adds to the existing age-related increase in left ventricular

mass. Increased urinary albumin excretion is associated with
damage in other organs and with adverse prognosis in HT
subjects.’® The relation between HT and urinary albumin in
the very elderly is unknown. Cerebral white-matter changes
observed on brain imaging in elderly subjects are associated
with age, HT, and other indicators of vascular disease.** The
relation between HT and cerebral white-matter change is
confounded by the strong association between white-matter
changes and ages and again, this issue has not been
specifically investigated in the very elderly. Increased arteria
stiffness is associated with HT, atherosclerosis, diabetes, and
other cardiovascular risk factors.26 Age is one of the most
important determinants of arterial stiffness.’® Whether HT is
associated with vascular stiffening additional to that of ageing
in people aged >80 years is not known.

Thereis evidence that the correlation between target-organ
damage and blood pressure is better for ambulatory blood
pressure monitoring (ABPM) than is conventional blood
pressure measurement (CBPM),” and ABPM provides more
accurate prognostic information on the risk of HT.1819 There
have been no previous studies correlating ABPM with target-
organ damage in the very elderly. The aims of the present
study were therefore to investigate whether HT in people
aged 80 and older is associated with target-organ damage,
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over and above the changes related to ageing. The separate
organ systems studied were cardiac, cerebral, rena, and
arterial. In addition, we sought to establish whether ABPM
could improve on CBPM in predicting very elderly subjects
with HT target-organ damage.

M ethods

Subjects

The study protocol was approved by the Beaumont Hospital Re-
search Ethics Committee. Subjects were 80 years or older, healthy,
community dwelling, and independent in self-care and were able to
provide informed consent. They were recruited from an outpatient
clinic, ageneral practice, and an existing database of healthy, elderly
subjects. Subjects were included if there was no history of cardio-
vascular disease (other than HT), stroke, diabetes, or other major
illness and if they had normal cognitive function (Folstein Mini-
Mental State Examination score =24/30).2° Further assessment to
exclude illness included physical examination, full blood count,
erythrocyte sedimentation rate, biochemistry profile, and ECG.
Results of these investigations were required to be within normal
limits, except left ventricular hypertrophy (LVH) on the ECG, which
was permitted. Subjects were classified by CBPM. Screening blood
pressure was the mean of 4 seated measurements, 2 readings on 2
occasions at least 2 weeks apart.

The HT group was defined as those with a screening systolic blood
pressure (SBP) =160 mm Hg and/or a diastolic blood pressure
(DBP) =90 mmHg. Treated HT subjects (n=10) discontinued
treatment at least 2 weeks before study entry. The normotensive
(NT) group consisted of those with a screening SBP <160 mm Hg
and a DBP <90 mm Hg.

Procedures
Subjects came to the study center (Blood Pressure Unit) in the
morning between 9 and 11 Am.

Conventional Blood Pressure

After 5 to 20 minutes of rest, 2 seated blood pressure measurements
were taken with a mercury sphygmomanometer at least 2 minutes
apart. Two blood pressure measurements were similarly recorded the
following morning. The mean of these 4 readings and the 4 screening
readings was the CBP used in the analysis.

Cardiac Assessment

M-mode echocardiography was performed,?* and left ventricular
mass index (LVMI) was calculated.22 Accurate measurement of
LVMI was not possible in 2 subjects. Sokolow-Lyon voltage criteria
for LVH on the ECG were applied.2

Renal Assessment

Two consecutive early morning urine samples were collected. One
HT subject was excluded from the analysis because of proteinuria
and trace hematuria on the standard dipstick. Laboratory measure-
ments of urinary creatinine (Jaffa reaction) and urinary albumin
(immunoturbidity method) were performed. The albumin-creatinine
ratio (ACR) was expressed as micrograms abumin per milligram
creatinine. The mean of the 2 ACR measurements was used in the
analysis.

Cerebral Assessment

Axial T1- and T2-weighted magnetic resonance imaging of the brain
was performed on al subjects. Abnormalities in the periventricular
signal on T2-weighted images were evaluated with the method of
Shimada et a.2 In brief, periventricular hyperintensity (PVH) was
graded | to IV, grade | being no abnormality or minimal periven-
tricular signal hyperintensity and grade IV being multiple, confluent
areas of hyperintensity. The neuroradiologist interpreting the scans
was unaware of the subjects’ clinical details.
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Pulse Wave Velocity

Aortic pulse wave velocity (PWV) was measured with a Complior
device (Colson), with 2 transducers placed simultaneously over the
carotid artery in the neck and the femoral artery in the groin. The
average PWV for 7 to 10 cardiac cycles was calculated. Accurate
PWV measurement was not possible in 1 subject.

Twenty-Four-Hour ABPM

The Spacelabs 90207 device was used according to a standard
protocol .25 Daytime was defined as 9 Am to 9 Pm and nighttime as 1
to 6 AM. A minimum of 16 daytime and 6 nighttime readings was
required for inclusion in the study. The mean+SD number of blood
pressure readings during daytime, nighttime, and total were 21+2.6,
10+0.5, and 47+3.8, respectively. One ABPM was repeated be-
cause of insufficient nocturnal recordings.

Statistical Analysis

Data were analyzed with the spss statistics package (SPSS Inc).
Accurate prestudy sample-size calculations were hindered by the
lack of available data on target-organ assessment in this age group.
This was a preliminary study based on an estimated sample size of
at least 20 subjects per group. Raw urinary ACR data were skewed
but were normal when logarithmically transformed. Although gender
did influence LVMI, mae and female subjects were anayzed
separately for cardiac results. The interaction between gender and
blood pressure status was not significant for any of the other
target-organ variables, and data for both genders were otherwise
combined. The unique component of ABP that is independent of
CBP was calculated. Thiswas residual blood pressure, derived from
the regression equation of 24-hour blood pressure on the CBPM. A
value of P=0.05 was considered significant for al tests.

Results

Subject Characteristics

A tota of 43 subjects were included, 22 NT and 21 HT. Ten
of the HT subjects were taking antihypertensive drugs, and
these were discontinued for a median of 18 days before
assessment. Age and gender distribution was similar in both
groups. Subject characteristics and blood pressure levels are
shown in Table 1. Substantial blood pressure differences were
evident. There were no significant differencesin body size or
blood results between HT and NT subjects of the same
gender. Cognitive performance was the same in both groups;
the mean Folstein score was 28/30. There was good overall
correlation between CBP and daytime blood pressure: r=0.81
(P<0.001) and r=0.74 (P<0.001) for SBP and DBP,
respectively.

Left Ventricular Size

Cardiac assessment is presented in Table 2. LVH as assessed
by ECG was present in 6 of 21 HT and 1 of 22 NT subjects
(P<0.05). The difference was confined to male subjects.
When ECG voltages were analyzed as a continuous variable,
the differences between male HT and NT subjects just failed
to reach significance (P=0.08). In men, HT subjects had a
significantly greater LVMI than did NT subjects, 157+37
versus 123+15 g/m? (P<0.05). In women, there was no
differencein left ventricular mass, as estimated by ECG or as
measured by echocardiography between the HT and NT
subjects.

Urinary Albumin Excretion
There were no differences in plasmaindices of renal function
between the 2 groups. Gender or body size did not influence
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TABLE 1. Subject Characteristics and Blood Pressure Levels
Characteristic NT HT
n (M/F) 22 (10/12) 21 (12/9)
Age, y 84.8+3.1 83.7+25
BMI, kg/m? 241+3.2 241+2.0
MMSE, 0-30 28.1x11 28.1+1.8
Hemoglobin, g/dL 13.2+1.2 13.1+1.1
Creatinine, wmol/L 89+27 98+33
Albumin, g/L 39.8+£3.1 41.0+2.5
Blood pressure, mm Hg
Con SBP 144.6+10.2 184.3+£12.2
Con DBP 75.6x6.1 89.1£6.0
Day SBP 13711241 161.5+15.3
Day DBP 74.4+9.7 87.4+91
Night SBP 120.0+£15.9 147.6+22.2
Night DBP 61.5+8.3 75.8+12.9
24-Hour SBP 132.8+£13.2 159.0+17.9
24-Hour DBP 71.7+10.3 84.2+10.4
SBP difference 7.5+11.1 22.8+9.8
DBP difference 1.2+8.7 1.6+5.6
Night/day SBP* 0.88+0.08 0.91+0.08
Night:/day DBP* 0.83+0.08 0.87+0.11

Values are mean=SD.

BMI indicates body mass index; MMSE, Folstein Mini-Mental State Exam
conventional;

(higher  score,

better

performance);

difference=conventional —daytime BP difference.

*Unitless measure.

Con,

the urinary ACR. The urinary ACR was significantly greater
in the HT subjects compared with the NT subjects: log ACR
1.21+0.50 versus 0.95+0.23 (P<<0.05). There was a contin-
uous, positive relation between log ACR and blood pressure,
both conventional and ambulatory (Table 3).

TABLE 3. Correlation Between Blood Pressure (BP) and
Target-Organ Assessment

Blood Pressure LVMI Log ACR PVH

CBP 0.47%/0.05 0.431/0.31* 0.35%/0.25
Day BP 0.28/0.01 0.411/0.36* 0.421/0.28
Night BP 0.37/0.25 0.461/0.461 0.431/0.30*
24-Hour BP 0.31/0.05 0.471/0.471 0.471/0.32*
Residual BP —0.18/0.01 0.25/0.38* 0.32*/0.19

Values are correlation coefficients for SBP/DBP. LVMI is given for men;
correlation coefficients were weak and nonsignificant in women. Results for
PVH and Log ACR are for all subjects.

*P<0.05, tP<0.01.

Cerebral White-Matter Changes
Brain magnetic resonance imaging scanning was completed
in al subjects. Gender or body size did not influence PVH
grade. Mean PVH grade was higher in the HT group, but the
difference was not significant: 2.6+0.8 versus 2.2+0.9
(P=0.16). A trend of increasing PVH grade with increasing
SBP was evident when subjects were divided into quartiles of
SBP (Figure). Differences in PVH grade between subjects
grouped by quartiles of SBP were significant for day SBP
(P<0.05; Figure) and approached statistical significance for
conventional SBP (P=0.08), nighttime SBP (P=0.07), and
24-hour SBP (P=0.1). For each SBP variable, PVH grade
was significantly higher (P<<0.05) in subjects in the highest
quartile of SBP compared with subjects in the lowest quartile
of SBP. This was the case for conventional SBP and ambu-
latory SBP. Conversely, blood pressure levels increased
uniformly across the 4 grades of PVH. Differences in mean
SBP across the 4 grades of PVH were statistically significant
for daytime SBP, nighttime SBP, and 24-hour SBP (P=0.05
for al) but not conventional SBP (data not shown).

PVH grade was positively and significantly associated with
CBP, daytime SBP, nighttime blood pressure, and 24-hour
blood pressure. Correlation coefficients between PVH and

TABLE 2. Left Ventricular (LV) Dimensions

Men Women

LV Measurement NT HT NT HT
ECG, n 10 12 12 9

LVH on ECG, n 0 5* 1 1

V1 and V5, mm 22.3+741 30.2+11.5¢1 23.7+9.8 29.3+12.8
V1 and V6, mm 18.9+6.5 26.3+11.2 20.9+10.3 26.5+10.8
Echo, n 9 11 12 9

LV diast diam, mm 47.8+3.3 52.9+8.1 45.4+7.6 43.4+34
IV septum, mm 10.7=1.1 11.4=25 10.4=3.0 11.0=2.0
LV post wall, mm 10.5*1.2 11126 10.0x2.2 10.0+0.5
LV mass, g 214.5+28.2 275.6+64.3* 189.14+72.4 179.1£25.3
LVMI, g/m? 122.8+15.0 156.8+37.2* 123.9+39.5 115.4+16.9

Values are mean=SD.

V1 and V5/6 indicates ECG voltages S wave V1 plus R wave V5/6; LVH on ECG, ECG voltages
>35 mm; echo, echocardiography; diast diam, diastolic diameter; IV, interventricular; and post,

posterior wall.

*P<0.05 vs NT males; 1P=0.08 vs NT males.
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Mean PVH grade (y axis) in subjects divided into quartiles of
daytime SBP (x axis). x-Axis values are quartiles of daytime
SBP. PVH severity is graded in arbitrary units on a scale of 1
(none/minimal) to 4 (extensive).

blood pressure are shown in Table 3; the strongest correlation
was with 24-hour SBP (r=0.49, P=0.01).

Pulse Wave Ve ocity

Aortic PWV ranged from 9.6 to 29.6 m/s. Gender, body mass
index, or other subject characteristics did not influence PWV.
There was, however, no relation between aortic PWV and
blood pressure, neither conventional nor ambulatory. Conse-
quently, there was no difference in PWV between the HT and
NT subjects: 15.3+£4.6 and 15.9+5.1 m/s, respectively. PWV
was not correlated with LVMI, log ACR, or PVH grade.

Ambulatory Blood Pressure

Correlation analysis was conducted to investigate which
blood pressure variables, CBP or ABP, demonstrated the
closest association with target-organ assessment. Results are
shown in Table 3. In the case of left ventricular mass, the
correlations with ABP were either nonsignificant or weaker
than for CBP. The correlations between PVH grade and
urinary ACR and ABP were significant and dlightly stronger
than for CBP; 24-hour blood pressure tended to have the
strongest association with PVH and urinary ACR. Residual
blood pressure, the component of ambulatory blood pressure
that is independent of CBPM, was positively associated with
PVH grade and urinary ACR, thus indicating that ABP was
associated with target-organ damage in these organs, which
was independent of its correlation with conventional blood
pressure levels.

Discussion

The very elderly represent the fastest-growing segment of the
population, and conducting research in this age group is
challenging for both subjects and investigators. This is the
first study to comprehensively examine the relation between
blood pressure and HT target-organ damage in people aged
80 and older and to examine the role of ABP. We found that
HT in this age group was associated with cerebral white-
matter ischemic changes, elevated urinary albumin excretion,
and in men, LVH. In addition, ABPM had advantages over
CBPM in predicting target-organ injury in the very elderly.

A threshold value of SBP <160 mm Hg was chosen for the
NT group. This higher threshold value was chosen because at
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the time the study was designed, it was though that a
threshold value of 160 mm Hg better reflected clinical prac-
tice in the very elderly. Furthermore, a current randomized,
controlled trial, specificaly investigating antihypertensive
treatment in the very elderly, is using the same blood pressure
criteria as in the present study.26

Experience from a previous study involving very elderly
subjects indicated that healthy subjects in this age group
commonly had conventional SBP levels >140 mm Hg.?”
Indeed, SBP levels <140 mm Hg in the very elderly have
been associated with frailty and illness rather than “healthy
ageing.”428 Recruitment of an age-matched control group
required recognition of the age-associated rise in SBP and
setting a higher threshold for NT. There was a clear and
significant difference in blood pressure between the groupsin
the present study. Subjects in both groups were free of
clinical cardiovascular disease and were age matched. There-
fore, other than blood pressure, the cardiovascular risk profile
was similar in both groups, and differences in target-organ
damage can be attributed to differences in blood pressure.

Theinclusion of subjectswho were HT, by current criteria,
inthe NT group might have reduced the chances of detecting
differences between the 2 groups. Therefore, the significant
differences in target-organ damage, despite the higher thresh-
old value, underline the association between high blood
pressure and target-organ damage. This potential bias might,
however, have accounted for the absence of difference in
cardiac target-organ damage in women.

Ageing is associated with alterations in left ventricular
geometry, concentric remodeling, and increased left ventric-
ular mass.223 This occurs in both HT and NT subjects with
age.3! Left ventricular mass has been found to increase with
age independently of blood pressure.32 In the Framingham
study, men of mean age 69 years who were free of clinica
cardiovascular disease had a mean LVMI of 109 g/m,23t
lower than in the present study. However, NT men in the
present study were significantly older and also had higher
blood pressures than the Framingham subjects. Despite the
increased left ventricular massin the NT menin our study, an
additive effect of HT on left ventricular mass was still
detected. It has been reported that ABP is better correlated
with left ventricular mass than is CBP.32-35 |n the present
study, however, ABPM did not improve on CBPM in
predicting increased left ventricular mass. Fagard et al3¢
reported that the mean of repeated CBPM had as close a
correlation with left ventricular mass as did ABPM. CBPM in
our study was the mean of 8 measurements on 4 occasions,
and this might explain our findings. Despite this, however,
ABPM did improve on casua blood pressure in predicting
renal and cerebra target-organ damage.

The absence of an association between HT and LVH in
very elderly women in our study might be due to small
sample size. Alternatively, it could indicate that HT affects
cardiac structure differently in men and women in this age
group. Differences in left ventricular mass between HT and
NT women could be more difficult to detect because of ahigh
prevalence of LVH in elderly women, both NT and HT. The
Framingham study reported a 34% prevalence of LVH in
elderly women of mean age 69 years who were considered to
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be free of clinical cardiovascular disease.3! The mean LVMI
for both HT and NT women in our study was >110 g/m?, the
cutoff for LVH in females in the Framingham study. This
figure is, however, derived from a much younger population
who also had lower blood pressure levels than did the
subjects in the present study.

In nondiabetic, HT subjects, microalbuminuria is an indi-
cator of glomerular vascular injury or dysfunction.?” In HT
subjects, its presence is associated with higher blood pressure
levels and cardiovascular disease.3® The present study found
that HT in the very elderly was associated with higher urinary
abumin concentrations, and the association was strongest for
ABP, particularly nocturnal blood pressure. Our finding is
consistent with those of other studies, which have reported
that a nocturnal blood pressure elevation is particularly
associated with urinary albumin excretion and other indica-
tors of HT target-organ damage.®® The rena and cerebral
findingsin the present study suggest that elevation of basal or
resting blood pressure, as represented by nocturnal blood
pressure, is especially harmful.

PVH on brain magnetic resonance imaging scans repre-
sents white-matter ischemia, and PVH is associated with age,
cerebrovascular disease, and HT.243°2 Cognitive impairments
ranging from subtle neuropsychologic deficits to clinical
dementia are also associated with white-matter chang-
es.144041 Shimada and colleagues?442 in Japan found an
association between HT and severity of PVH in healthy,
younger elderly subjects, of mean age 70 years, with no
history of cerebrovascular disease. In the present study,
subjects were of equal age in both groups, were free of
clinical cardiovascular disease, and had normal cognitive
function. Therefore, the positive association between PVH
and increasing blood pressure that was apparent was not
influenced by the common confounding factors. In keeping
with previous reports,2442 we also found that ABP had a
stronger correlation with PVH than did CBP. Our findings are
consistent with the concept that HT is responsible for sub-
clinical or latent cerebrovascular disease in healthy, very
elderly people, because we found a positive association
between PVH and increasing blood pressure.

The ability of large arteries to “cushion” the pulsatile flow
of ventricular gection and convert this to laminar flow,
arterial compliance, diminishes with age as arteries stiffen.+3
PWV serves as a clinically useful index of arterial stiffness;
velocity is greater in stiffer arteries. A positive association
between PWV and cardiovascular damage has been reported
in both cross-sectional** and prospective’s studies. Age and
blood pressure are 2 of the most important determinants of
arterial stiffness and PWV.4 One might have expected
therefore to find greater PWV in the HT subjects in the
present study. A possible explanation for the absence of a
difference is that after the passage of 80 years and more, the
process of age-related arterial change, calcification and loss
of elastic tissue in the medial layer, has advanced to such an
extent that the additional effect of HT on large-artery disten-
sibility is small. The mean values of PWV in the present
study are well in excess of those reported in healthy, elderly
subjects of younger age#” and similar to those reported among
hospitalized, very elderly subjects of similar age.# In the very

elderly, therefore, age-related change might be the dominant
influence on large-artery compliance.

Our study does have some limitations; in particular, the
sample size was relatively small, and this might have made it
more difficult to detect differences between groups. Consid-
ering that there was a significant, positive correlation between
CBP and PVH grade, it is possible that a larger sample size
would have resulted in a significant difference in PVH grade
between the 2 groups. Although gender does influence |eft
ventricular mass independent of body size and, therefore,
cardiac data were analyzed separately by gender, published
data do not suggest that the other indices of target-organ
damage are significantly influenced by gender. Of the HT
subjects who were taking treatment, some discontinued treat-
ment for a minimum of only 2 weeks, which is less than the
usual drug cessation period of 4 weeks. This might have made
it more difficult to detect differences between HT and NT
subjects. Although the subjects were screened to exclude
disease, in this age group it is difficult to categorically
exclude occult disease, which might have influenced results.

Per spectives

We have demonstrated that in advanced old age, HT is
associated with evidence of target-organ damage in multiple
organ systems, including renal, cerebral, and in men, cardiac.
ABP is independently associated with indicators of cerebral
and renal target-organ damage in this age group and might
therefore be a useful instrument in identifying HT patients
with greater severity of cardiovascular damage and increased
risk. Although the benefits of antihypertensive treatment have
not been established in people aged >80 years, our findings
suggest that there is no upper age limit beyond which HT
ceases to cause target-organ damage.

Acknowledgments
We acknowledge the support of the Research Committee of the
Royal College of Surgeons in Ireland and a Research Grant from
Servier Ireland. We would also like to gratefully acknowledge the
subjects who kindly participated.

References

1. MacMahon S, Peto R, Cutler J, Collins R, Sorlie P, Neaton J, Abbott R,
Godwin J, Dyer A, Stamler J. Blood pressure, stroke, and coronary heart
disease, part 1. prolonged differences in blood pressure: prospective
observational studies corrected for the regression dilution bias. Lancet.
1990;335:765-774.

2. MattilaK, Haavisto M, Rajala S, Heikinheimo R. Blood pressure and five
year survival in the very old. BMJ. 1988;296:887—889.

3. Langer RD, Ganiats TG, Barrett-Connor E. Paradoxical surviva of
elderly men with high blood pressure. BMJ. 1989;298:1356-1357.

4. Boshuizen HC, Izaks GJ, van Buuren S, Ligthart GJ. Blood pressure and
mortality in elderly people aged 85 and older: community based study.
BMJ. 1998;316:1780-1784.

5. Satish S, Freeman DH, Ray L, Goodwin JS. The relationship between
blood pressure and mortality in the oldest old. J Am Geriatr Soc. 2001;
49:367-374.

6. Coope J, Warrender TS. Randomised trial of treatment of hypertensionin
elderly patients in primary care. BMJ. 1986;293:1145-1151.

7. SHEP Cooperative Research Group. Prevention of stroke by antihyper-
tensive drug treatment in older persons with isolated systolic hyper-
tension: final results of the Systolic Hypertension in the Elderly Program
(SHEP). JAMA. 1991;265:3255-3264.

8. Dahlof B, Lindholm LH, Hansson L, Schersten B, Ekbom T, Wester PO.
Morbidity and mortality in the Swedish Trial in Old Patients with Hyper-
tension (STOP-Hypertension). Lancet. 1991;338:1281-1285.



10.

11

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

O’Sullivan et al

. MRC Working Party. Medical Research Council trial of treatment of
hypertension in older adults: principal results. BMJ. 1992;304:405-412.
Staessen JA, Fagard R, ThijsL, Celis H, Birkenhager WH, Bulpitt CJ, de
Leeuw PW, Fletcher AE, Babarskiene MR, Forette F, Kocemba J, Laks
T, Leonetti G, Nachev C, Petrie JC, Tuomilehto J, Vanhanen H, Webster
J, Yodfat Y, Zanchetti A. Subgroup and per-protocol anaysis of the
randomized European Trial on Isolated Systolic Hypertension in the
Elderly. Arch Intern Med. 1998;158:1681-1691.
Levy D, Savage DD, Garrison RJ, Anderson KM, Kannel WB, Castelli
WP. Echocardiographic criteria for left ventricular hypertrophy: the Fra-
mingham Heart Study. Am J Cardiol. 1987;59:956-960.
Sumimoto T, Mukai M, Murakami E, Kokubu T, Lin M, Shigematsu Y,
Hamada M, Hiwada K. Effect of age on left ventricular geometric
patterns in hypertensive patients. J Hypertens. 1995;13:1813-1817.
Yudkin JS, Forrest RD, Jackson CA. Microalbuminuria as predictor of
vascular disease in non-diabetic subjects: Islington Diabetes Survey.
Lancet. 1988;2:530-533.
Almkvist O, Wahlund LO, Andersson-Lundman G, Basun H, Backman L.
White-matter hyperintensity and neuropsychological functions in
dementia and healthy aging. Arch Neurol. 1992;49:626—-632.
Ylikoski A, Erkinjuntti T, Raininko R, Sarna S, Sulkava R, Tilvis R.
White matter hyperintensities on MRI in the neurologically nondiseased
elderly: analysis of cohorts of consecutive subjects aged 55 to 85 years
living at home. Stroke. 1995;26:1171-1177.
Safar ME, London GM, Asmar R, Frohlich ED. Recent advances on large
arteries in hypertension. Hypertension. 1998;32:156—161.
O'Brien E, Staessen J. Normotension and hypertension defined by
24-hour ambulatory blood pressure monitoring. Blood Press. 1995;4:
266-282.
Perloff D, Sokolow M, Cowan R. The prognostic value of ambulatory
blood pressures. JAMA. 1983;249:2792-2798.
Staessen JA, Thijs L, Fagard R, O'Brien ET, Clement D, de Leeuw PW,
Mancia G, Nachev C, Paatini P, Parati G, Tuomilehto J, Webster J.
Predicting cardiovascular risk using conventional vs ambulatory blood
pressure in older patients with systolic hypertension: Systolic Hyper-
tension in Europe Tria Investigators. JAMA. 1999;282:539-546.
Folstein MF, Folstein SE, McHugh PR. “Mini-mental state”: a practical
method for grading the cognitive state of patients for the clinician.
J Psychiatr Res. 1975;12:189-198.
Devereux RB, Liebson PR, Horan MJ. Recommendations concerning use
of echocardiography in hypertension and general population research.
Hypertension. 1987;9(suppl 11):11-97-1-104.
Devereux RB, Reichek N. Echocardiographic determination of left ven-
tricular mass in man: anatomic validation of the method. Circulation.
1977;55:613-618.
Sokolow M, Lyon TP. The ventricular complex in left ventricular hyper-
trophy as obtained by unipolar and precordial limb leads. Am Heart J.
1949;37:161-186.
Shimada K, Kawamoto A, Matsubayashi K, Ozawa T. Silent cerebro-
vascular disease in the elderly: correlation with ambulatory pressure.
Hypertension. 1990;16:692—699.
O'Brien E, Mee F, Atkins N, O'Malley K. Accuracy of the Spacel abs
90207 determined by the British Hypertension Society protocol.
J Hypertens. 1991;9(suppl 5):S25-S31.
Bulpitt C, Fletcher A, Beckett N, Coope J, Gil-Extremera B, Forette F,
Nachev C, Potter J, Sever P, Staessen J, Swift C, Tuomilehto J. Hypertens
in the Very Elderly Trial (HYVET): protocol for the main trial. Drugs
Aging. 2001;18:151-164.
O'Sullivan C, Duggan J, Atkins N, O'Brien E. Twenty-four hour ambu-
latory blood pressure in community-dwelling men and women, aged 60 to
102 years. J Hypertens. 2003 (In press).
. Heikinheimo RJ, Haavisto MV, Kaarela RH, Kanto AJ, Koivunen MJ,
Rajala SA. Blood pressure in the very old. J Hypertens. 1990;8:361-367.

Hypertensive Damage in People Over 80 Years

29.

30.

31.

32.

35.

36.

37.

38.

39.

40.
41.

42.

45,

46.

47.

48.

135

Ganau A, Saba PS, Roman MJ, de Simone G, Realdi G, Devereux RB.
Ageing induces left ventricular concentric remodelling in normotensive
subjects. J Hypertens. 1995;13:1818-1822.

Shigematsu Y, Hamada M, Mukai M, Matsuoka H, Sumimoto T, Hiwada
K. Clinical evidence for an association between left ventricular geometric
adaptation and extracardiac target organ damage in essential hyper-
tension. J Hypertens. 1995;13:155-160.

Levy D, Garrison RJ, Savage DD, Kannel WB, Castelli WP. Left ven-
tricular mass and incidence of coronary heart disease in an elderly cohort:
the Framingham Heart Study. Ann Intern Med. 1989;110:101-107.
White WB, Schulman P, McCabe EJ, Dey HM. Average daily blood
pressure, not office blood pressure, determines cardiac function in
patients with hypertension. JAMA. 1989;261:873-877.

. Grossman E, Alster Y, Shemesh J, Nussinovitch N, Rosenthal T. Left

ventricular mass in hypertension: correlation with casual, exercise and
ambulatory blood pressure. J Hum Hypertens. 1994;8:741-746.

. James MA, Fotherby MD, Potter JF. Clinical correlates of left ventricular

mass in elderly hypertensives. J Hum Hypertens. 1994;8:409—-415.

Cox J, Amery A, Clement D, De Cort P, Fagard R, Fowler G, Iranzo RM,
ManciaG, O'Brien E, O'Malley K, Palatini P, Parati G, Petrie J, Ravogli
A, Rosenfeld J, Staessen J, Thijs L, Webster J. Relationship between
blood pressure measured in the clinic and by ambulatory monitoring and
left ventricular size as measured by electrocardiogram in elderly patients
with isolated systolic hypertension. J Hypertens. 1993;11:269-276.
Fagard RH, Staessen JA, Thijs L. Prediction of cardiac structure and
function by repeated clinic and ambulatory blood pressure. Hypertension.
1997;29:22-29.

Janssen WM, de Jong PE, de Zeeuw D. Hypertension and rena disease:
role of microalbuminuria. J Hypertens. 1996;14(suppl 5):S173-S177.
Redon J, Liao Y, Lozano JV, Mirales A, Pascual JM, Cooper RS.
Ambulatory blood pressure and microalbuminuria in essential hyper-
tension: role of circadian variability. J Hypertens. 1994;12:947-953.
Manolio TA, Kronmal RA, Burke GL, Poirier V, O’'Leary DH, Gardin
IM, Fried LP, Steinberg EP, Bryan RN. Magnetic resonance abnor-
malities and cardiovascular disease in older adults: the Cardiovascular
Health Study. Stroke. 1994;25:318-327.

Matsubayashi K, Shimada K, Kawamoto A, Ozawa T. Incidental brain
lesions on magnetic resonance imaging and neurobehavioral functionsin
the apparently healthy elderly. Stroke. 1992;23:175-180.

Ylikoski R, Ylikoski A, Erkinjuntti T, Sulkava R, Raininko R, Tilvis R.
White matter changes in healthy elderly persons correlate with attention
and speed of mental processing. Arch Neurol. 1993;50:818—824.

Kario K, Matsuo T, Kobayashi H, Imiya M, Matsuo M, Shimada K.
Nocturnal fall of blood pressure and silent cerebrovascular damage in
elderly hypertensive patients: advanced silent cerebrovascular damage in
extreme dippers. Hypertension. 1996;27:130—135.

. Nichols WW, O’ Rourke MF. McDonald's Blood Flow in Arteries: The-

oretical, Experimental and Clinical Principles. 4th ed. London, England:
Arnold; 1998.

. Blacher J, Asmar R, Djane S, London GM, Safar ME. Aortic pulse wave

velocity as a marker of cardiovascular risk in hypertensive patients.
Hypertension. 1999;33:1111-1117.

Blacher J, Guerin AP, Pannier B, Marchais SJ, Safar ME, London GM.
Impact of aortic stiffness on survival in end-stage renal disease. Circu-
lation. 1999;99:2434-2439.

Asmar R, Benetos A, Topouchian J, Laurent P, Pannier B, Brisac AM,
Target R, Levy BIl. Assessment of arterial distensibility by automatic
pulse wave velocity measurement: validation and clinical application
studies. Hypertension. 1995;26:485-490.

Sutton-Tyrrell K, Newman A, Simonsick EM, Havlik R, Pahor M,
Lakatta E, Spurgeon H, Vaitkevicius P. Aortic stiffness is associated with
visceral adiposity in older adults enrolled in the study of health, aging,
and body composition. Hypertension. 2001;38:429—-433.

Meaume S, Benetos A, Henry OF, Rudnichi A, Safar ME. Aortic pulse
wave velocity predicts cardiovascular mortality in subjects >70 years of
age. Arterioscler Thromb Vasc Biol. 2001;21:2046—2050.



