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In the present section of geriatrics update,
articles of interest to geriatricians have been
selected from major internal medicine, geriatrics,
gerontology, osteoporosis and neurology journals
published over the past six months.  The current
selections focus around the topics of dementia,
osteoporosis, hypertension and preventive home
visits.

DEMENTIA
A good review of the treatment of Alzheimer’s

disease (AD) has been published at the end of 19991.
Readers may refer to this paper for an overall view
on the treatment of AD prior to the millenium. New
treatments of AD are still much needed.  Apart from
tacrine, doneopezil and rivastigmine, other
acetylcholinesterases (AChEIs) have been reported
as symptomatic treatment for AD.  A 25-week
randomized controlled trial of eptastigmine (12mg
t.i.d.; 10mg t.i.d.; placebo) in 342 AD patients, who
had MMSE scores bewtween 10-26, was reported
to yield better outcome as measured by the ADAS-
cog( (p=0.047) and CDR-SB (p=0.010). However,
there was no difference in secondary endpoints
which included IADL 2. In another randomized
controlled trial (by the same Eptastigmine Study
Group) of eptastigmine (n=491; MMSE scores
between 10-22), the investigators used a higher
dosage (20mg t.i.d.; 15mg t.i.d.; placebo) than the
previous study. After 24 weeks of treatment, the
high dose eptastigmine group (20mg t.i.d.) showed
a significantly better response in ADAS-cog, CIBIC-
Plus and IADL scores than the placebo group 3.
Cholinergic side effects were reported with similar
frequency in both the eptastigmine and placebo
groups. However, a dose-dependent neutropenia
occurred with the use of eptastigmine. This adverse
effect limited its clinical application. Overall, its
efficacy is similar to other AChEIs. In view of its
haematological adverse effect, it is better to avoid
using eptastigmine (note: not available in HK) in
AD patients. At present, one can use either
rivastigmine or donepezil.

New disease modifying treatments for dementia
are greatly needed. In previous observational
studies, estrogen replacement therapy has been
found to be associated with a decreased risk of AD.

However, two recently reported randomized
controlled trials (RCTs) on estrogen replacement
treatment (ERT) only showed negative results.
Henderson et al studied 42 women with mild to
moderate AD in a randomized, double-blind,
placebo-controlled, parallel-group trial of
unopposed conjugated equine estrogens (1.25mg/
day) for 16 weeks. No significant difference between
the two groups on all outcome measures (i.e. ADAS-
cog, clinician-rated global impression of change,
care-giver rated functional status)  4. Mulnard
et al reported a 1-year RCT study of ERT (estrogen
0.625mg/day or 1.25mg/day) in 97 women who
had mild-to-moderate AD. ERT for 1 year did not
slow disease progression nor did it improve
global, cognitive or functional outcomes5. However,
AD is a chronic disease which may start decades
before any symptomatic manifestation. There
may be a possibility that a long duration or an early
initiation of ERT may confer a benefit. On the other
hand, estrogen may indeed be ineffective in
neuroprotection beyond the initiation phase of
the AD process (early phase). Although this study
does not support the use of estrogen for the
treatment of establised AD, the roles of estrogen in
the adjuvant treatment, primary prevention or
delaying the onset of AD remain to be proven by
randomized placebo-controlled studies in the
future.

Corticosteroid for the treatment of AD: Anti-
inflammatory treatment

Inflammatory process contributes to neuronal
damage in AD. However, a randomized controlled
trial of low dose prednisone in AD for 1 year showed
that corticosteroid was not useful in slowing the
decline of cognitive function (i.e. ADAS-cog). The
prednisone-treated group showed more behavioural
decline compared with the control group 6.

Does smoking protect against dementia?
This controversial subject was revisited by a

prospective study of 34,439 male British doctors,
who were followed up since 1951. Contrary to
results of previous studies, persistent smoking did
not reduce the age-specific onset rate of AD or
dementia7.
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Social network and dementia
Does good social network protect against

dementia? A study from Sweden reported that an
extensive social network was protective against
dementia. In this study, a community-based cohort
of 1203 non-demented elderly (aged 75 or over) was
followed up for an average period of 3 years. The
incident dementia cases were all individuals who
had developed dementia during this period.
Diagnosis of dementia was based on history from
fami ly carers ,  cl inical  examinat ion and
psychological tests and in accordance with the
DSM-III-R criteria for dementia. Those elderly
subjects who were living alone, and those without
any close social ties had an adjusted relative risk
of 1.5 (95% CI 1.0-2.1 and 1.0-2.4 respectively) for
developing dementia. Compared with married
people living with someone, single people and those
living alone had an adjusted relative risk of 1.9 (95%
CI 1.2-3.1). A poor or limited social network
increased the risk of dementia by 60% (RR 1.6;
95%CI 1.2-2.1) and a statistically significant
gradient was found for the four degrees of social
connection (p=0.0009) 8.

Caregiver burden and depression in AD
Based on the 1994 Canadian Study of Health

and Aging (CSHA) database, 613 AD patients (either
living in the community or institution) and their
informal caregivers were investigated in this study.
Disturbing behaviour in AD patients, caring for a
community-dwelling patient and low informal
support were related to a higher caregiver burden,
which in turn led to a greater degree of depressive
symptomatology 9.  My impression is that support
network for informal caregivers of community-
dwelling AD patients has to be developed in every
country.

Hypertension and cognitive function
A longitudinal study (n=1,373) in France

reported that cognitive decline (a drop of 4 points
or more on the MMSE per 4 years of F.U.) was more
common in hypertensive (BP≥165/95mmHg) than
normotensive older persons. The association
persisted even with re-definition of hypertension
as BP≥140/90mmHg10. Another prospective study
from East Boston (EPESE and HDFP) evaluated
3,657 subjects (aged 65 to 102 years).  The outcome
measures were the Short Portable Mental Status
Questionnaire (SPMSQ) and the East Boston
Memory Test - both measured at baseline, 3 and 6
years after the baseline. Elevated systolic BP
(≥160mmHg) 9 years before baseline was associated

with a 14% (95% CI 4% - 25%) increase in error
rates of the SPMSQ, relative to the referent normal
systolic BP (130-139mmHg). Baseline systolic BP
had a U-shaped association with the number of
errors; the error rates were 9% (95% CI 1% - 17%)
higher compared with the referent group among
those with low systolic BP (<130mmHg) and 7%
(95% CI 0% - 15%) greater among those with
elevated systolic BP (≥160mmHg). Diastolic BP 9
years before baseline also had a U-shaped
association with errors on the mental status
questionnaire. The subgroup with diastolic BP lower
than 70 mmHg 9 years before previously has
12% more errors (95% CI 2% - 24%) than the
70-79 mmHg referent group, and those with BP of
90 mmHg or higher had 10% more errors (95% CI
1% - 20%) 11.  Good control of hypertension in the
range of  130-139 mmHg systolic and 70-79 mmHg
diastolic may minimize the chance of decline in
cognitive function in hypertensive subjects.

Head injury and dementia
Whether head trauma increases the risk of

dementia and AD or not is a controversial subject.
In the prospective population-based Rotterdam
cohort study (n=6,645; mean F.U. = 2.1 years) of
persons aged ≥55 years, head trauma with loss of
consciousness was not associated with increased
risk of dementia12. Another multi-national case-
control study investigated head injury and the risk
of AD in 2,233 AD subjects and 14,668 controls
(i.e. family members of AD subjects).  Head injury
increased the odds of AD (OR 9.9, 95% CI 6.5-15.1)
if the head injury was associated with a loss of
consciousness. The OR was 3.1 (95% CI 2.3-4.0) if
the head injury was not associated with a loss of
consciousness13. Thus, whether head injury is a
definite risk factor for dementia or not is still
debatable.

OSTEOPOROSIS
Quantitative ultrasound

Quantitative ultrasound (QUS), which measures
bone density and quality, has been shown to be a
good predictor of osteoporotic fractures previously.
Quantitative ultrasound densitometry is a portable
and convenient screening method for osteoporosis
assessment. The Sahara bone densitometer has
been evaluated in Hong Kong and normative data
were obtained from 1086 healthy Chinese women.
All the three QUS parameters [i.e. broadband
ultrasound attenuation (BUA), ultrasound velocity
(SOS) and qualitative ultrasound index (QUI)]
showed significant negative correlations with age.
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From the age 20 to 90 years, there was a 38%
decrease in BUA, 4.3% decrease in SOS and a 38%
decrease in QUI. QUS can be used as a screening
instrument to evaluate the risk of future
osteoporotic fractures. The in vivo short-term
precision of the current ultrasound densitometer
(dry type) is good  with coefficient of variation (CV)
between 0.3-3.2% (0.3 for SOS; 3.2 for BUA; 1.8
for QUI)14. However, the measurement has to be
done by a well-trained operator to avoid errors or
fluctuations related to poor skills. Furthermore,
QUS is not useful for monitoring the BMD response
of specific osteoporosis treatment (e.g. alendronate).
DEXA is preferred for this purpose.

Osteoporosis in the male
Osteoporosis in the male is under-investigated

in Hong Kong. There has been a study on
osteoporosis in HK men, which investigated the
prevalence and risk factors for vertebral deformity
in 396 community-dwelling Chinese men aged
70-79 years old. Anterior to posterior (H(a)/H(p)),
middle to posterior (H(m)/H(p)) and posterior to
posterior (H(p)/H(p - 1) or H(p)/H(p + 1)) ratios from
T5 to L5 were derived from lateral spine X-ray films,
using standardized digitization methods. Using
values of 3 standard deviations (SD) or more below
the mean and 4 SD or more below the mean as the
cutoff, 16% and 7% of these men, respectively, were
deemed to have one or more deformed vertebra. In
this study, heavy cigarette smoking, heavy alcohol
consumption and working as a heavy manual
worker were risk factors for vertebral deformity15.

Response to anti-resorptive agents - variations in the
BMD measurement

Some patients were found to lose BMD (as
measured by DEXA) while on treatment with anti-
resorptive agents (e.g. alendronate). Whether that
was due to biological failure to respond or variations
in the BMD measurement was an open question.
Monitoring osteoporosis treatment with BMD
determined by DEXA while the patient was on
alendronate (n=2634; FIT study, RCT, 2-year follow
up) or raloxifene (n-3954; MORE study, RCT, 3-year
follow up) was investigated in this study, which
analyzed data up to 2 years of follow-up. The
outcome measures were the hip and spine BMDs.
Most women who lost BMD during the first year of
treatment with alendronate or raloxifene would gain
BMD if the same treatment was continued for a
second year. For example, women with the greatest
loss of BMD (more than 4% BMD loss) while on
alendronate treatment during the first year, 83%

(95% CI 82-84%) had increases in hip BMD (mean
overall increase=4.8%, 95% CI 2.7-6.9%). For
raloxifene, the women who appeared to lose more
than 4% during the first year  had a 79% chance of
gaining BMD (mean overall increase=4.0%, 95% CI
3.4-4.5%). Therefore, effective treatments for
osteoporosis should not be changed because of the
loss of BMD during the first year of use16. However,
side effects do uncommonly occur in some patients
(e.g. esophagitis for alendronate; deep vein
thrombosis and pulmonary embolism for
raloxifene). In these patients, treatment has to be
discontinued. Data is still lacking on how long these
patients should be treated. Further long-term
studies are needed in the future.

HYPERTENSION
Treatment of systolic hypertension was analysed

in a large meta-analysis of 15,693 elderly patients
in 8 trials. Active hypertension treatment reduced
total mortality by 13%, cardiovascular mortality by
18%, all cardiovascular complications by 26%,
stroke by 30% and coronary events by 23%. The
number of patients to treat for 5 years to prevent
one cardiovascular event was lower in male
compared with female (18 vs 38), at or above age
70 (19 vs 39) and in patients with previous
cardiovascular complications (16 vs 37). Therefore,
drug treatment is justified in older patients with
isolated hypertension whose systolic BP is
≥160mmHg17.

Should we use new anti-hypertensive drugs in
all elderly patients? The STOP-2 study reported a
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Footnotes for abbreviations:
ADAS-cog = Alzheimer’s Disease Association Scale: Cognitive

Subscale
CDR-SB = Clinical Dementia Rating  - Sum Box;
CIBIC-Plus = Clinician’s Interview-Based Impression of Change Plus;
IADL = Instrumental Activities of Daily Living Scale;
ERT = Estrogen Replacement Treatment
RCT = Randomized Controlled Trial
EPESE = Established Populations for the Epidemiologic Study

of the Elderly (1982-1983)
HDFP = Hypertension Detection and Follow-Up Program (1973-

1974)
DEXA = Dual Energy X-Ray Absorptiometry
BMD = Bone Mineral Density
QUS = Quantitative ultrasound
BUA = broadband ultrasound attenuation
SOS = ultrasound velocity
QUI = qualitative ultrasound index
FIT = Fracture InterventionTrial
MORE = Multiple Outcomes of Raloxifene Evaluation
T5 to L5 = 5th Thoracic vertebra  to 5th Lumbar vertebra
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comparison of new versus conventional anti-
hypertensive drugs in a propspective study of
6,614 elderly patients (aged 70-84 years) with
hypertension (defined as SBP ≥ 180mmHg, DBP
≥ 105mmHg or both). (Note: This definition is much
higher than the WHO’s criteria for hypertension
of ≥ 140/90 mmHg). Patients were randomised
to receive conventional antihypertensive drugs
(atenolol, metoprolol, pindolol or hydrochlorothiazide
plus amiloride) or newer drugs (enalapril, lisinopril,
felodipine or isradipine). Blood pressure was
decreased similarly in both groups (approx.
35mmHg/16mmHg in both groups at 24 months
of follow up). There was no difference in the combined
endpoint of fatal and nonfatal stroke, fatal and nonfatal
myocardial infarction and other cardiovascular
mortality (RR 0.96; 95% CI 0.86-1.08)18. Since the
new and conventional antihypertensive drugs are
equally effective in blood pressure reduction, the
choice in the individual patient will be more
related to other factors like side effects, cost and
co-existing diseases than the efficacy of blood
pressure reduction.

COMMUNITY GERIATRICS PROGRAMMES FOR
COMMUNITY DWELLING ELDERLY PEOPLE

Community health care for the elderly is a hot
and debatable topic. The effects of preventive
home visits to elderly people l iving in the
community have been analyzed by a recent
systematic review.  Fifteen trials were retrieved
from Medline, Embase and the Cochrane
controlled trial register. The main outcome
measures were physical function, psychosocial
function, falls, admission to institutions and
mortality. Two reviewers rated the methodological
quality of trials in accordance to 19 criteria
categorized under patient selection, interventions,
outcome assessment and statistics. There were
considerable differences in methodology. The
average quality score was fairly low - 27% of the
maximum score of five. Overall, favorable effects of
home visits were observed in less than 50% of the
trials for these outcome measures.  It was suggested
that the effectiveness of such home visits had to be
improved. Otherwise, discontinuation of these home
visit programmes might be considered.  In view of
the considerable differences in methodology and
overall inadequacy of the interventions in previous
trials, the effective components of preventive home
visits has to be worked out19. Geriatricians,
including those in Hong Kong, should work out the
effective components of the current community
geriatrics programmes.
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