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Short-course zidovudine
in perinatal HIV transmission

In 1994, a reduction of 67.5% in the relative risk of
mother-to-child transmission of HIV was demon-
strated in newborn infants treated before, during
and after birth with zidovudine (1). Further data
from a recent trial in Thailand suggest that an ab-
breviated regimen of oral zidovudine from 36 weeks
of gestation until delivery, with no neonatal compo-
nent, can reduce the relative risk of transmission by
approximately 50% (2). Although the decrease was
significant, it was understandably lower than the re-
duction in the relative risk of perinatal transmission
reported in the 1994 study.

The results of a new study undertaken in the USA
suggest that more abbreviated zidovudine prophy-
laxis can also reduce the rates of perinatal trans-
mission of HIV (3). The timing and response to zi-
dovudine therapy were analysed in 939 HIV-ex-
posed infants below 180 days of age. When treat-
ment was begun in the prenatal period, the rate of
HIV transmission was 6.1%. However, when zido-
vudine was begun intrapartum the rate was 10%;
begun within the first 48 hours of life 9.3%; and on
day 3 of life or later 18.4%. In the absence of zido-
vudine prophylaxis, the rate of HIV transmission is
26.6.%. These results confirm the efficacy of zido-
vudine prophylaxis and suggest that reductions in
the rates of perinatal transmission of HIV can be
achieved even with the use of abbreviated regi-
mens that begin during labour or the first 48 hours
of life.

These findings require further confirmation but,
even without confirmation, the study offers hope
that HIV infection can be prevented after exposure.
It also indicates that HIV-infected women who do
not receive zidovudine during pregnancy should be
identified so that they can receive antiretrovirals
during delivery and their infants can begin receiving
zidovudine at birth. This study demonstrates that a
less expensive preventive regimen (4) is available
for routine use, particularly in those areas where
HIV prevalence is high but resources are severely
limited (5).
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Vitamin D supplements in adults

Vitamin D is an essential precursor of 1,25-
dihydroxyvitamin D, the steroid hormone necessary
not only for bone development and growth in chil-
dren but maintenance of bone in adults. in particu-
lar, vitamin D deficiency is a risk factor for bone
loss in osteoporosis and fracture. Correction of an
even slightly low concentration of serum 25-
hydroxyvitamin D with vitamin D (INN: cole-calcif-
erol) and calcium substantially reduces the risk of
osteoporosis fractures and hip fractures (1, 2). The
prevalence of hypovitaminosis D in residents of re-
tirement and nursing homes and people over the
age of 65 is generally between 25% and 54%, but
can be as high as 79% (3, 4).

A recent study of 152 male and 138 female hospi-
talized patients with a mean age of 62 years (range
18 to 95 years) had measured low serum 25-
hydroxy-vitamin D at 57% (3). In 22%, hypovitami-
nosis D was severe. Patients hospitalized in March
had more hypovitaminosis than those hospitalized
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in September. The patients in this study were
younger than those in many previous studies and
only a minority were housebound or residents of a
nursing home. Thus the patients may have been
more representative of the general population.

Hypovitaminosis D is associated with conditions
such as poor dietary intake, inadequate sun expo-
sure, chronic liver and renal diseases, malabsorp-
tion, and therapy with drugs that impair vitamin D
activation, or accelerate its clearance such as
glucocorticoids, phenytoin, carbamazepine and
rifampicin.

Increased calcium intake by older people has an
important role in prevention of osteoporosis but it is
apparent that attention should also be focused on
the need for increased intake of vitamin D (4). Vita-
min D stimulates calcium absorption, thereby in-
creasing the benefit of supplemental calcium. It also
slows bone resorption and increases bone forma-
tion.

It is evident that more widespread screening for vi-
tamin D deficiency is required especially in elderly
people, and more frequent routine vitamin D sup-
plementation should be considered. An increase in
vitamin D intake is likely to have a greater effect on
osteoporosis and fractures than many other inter-
ventions (4).
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Tacrine and Alzheimer disease

The present ageing of the world's population will
lead to an increase in cases of elderly dementia, of
which Alzheimer disease is a common form. The
possibilities for prevention of Alzheimer are limited
by the major determinants — age and genetic
makeup — which cannot be modified. As a result,

treatment has thus far been directed to the sympto-
matic relief of the disease.

Although an effective treatment for Alzheimer dis-
ease has yet to be marketed, potent acetylcho-
linesterase inhibitors have been the dominant
therapeutic strategy. Tacrine hydrochloride was the
first in the generation of cholinesterase inhibitors to
be widely marketed for impaired memory and rea-
soning ability of patients with Alzheimer disease.
Several other drugs, such as donepezil, rivastig-
mine and metrifonate, have a similar mechanism of
action.

Using the Cochrane Dementia Group registry of
clinical trials, the Dementia Trialists Collaboration
Group has now carried out a meta analysis of
tacrine in patients with Alzheimer disease (1). The
aim was to determine the effects of tacrine on
symptoms in terms of cognitive performance,
clinical global impression of change, behaviour and
functional autonomy. The study analysed 12 rand-
omized, double-blind, placebo controlled trials
totalling 1984 patients. All patients enrolied in the
trials had been diagnosed as having "probable"
Alzheimer disease according to commonly ac-
cepted criteria (2). Duration of treatment varied
from 3 to 36 weeks.

Cholinesterase inhibition with tacrine appears to re-
duce deterioration in cognitive performance during
the first 3 months of treatment and an increase in
the odds of overall clinical improvement. However,
as measured by behavioural disturbances, the ben-
eficial effects were of questionabile clinical signifi-
cance and functional autonomy was not signifi-
cantly affected. Early withdrawal from studies was
much higher for patients receiving tacrine com-
pared with placebo and elevated transaminase lev-
els were cited as the main reason for this in the two
largest trials.

The benefits of cholinesterase inhibition remain
controversial, and long-term trials with clinically
relevant end points are required. Only 2 of the 12
trials had assessments beyond 12 weeks and it
was therefore not possibie to make reliable esti-
mates of the long-term effects of tacrine. Neither
was it possible to assess whether beneficial effects
are obtained from continuous therapy, how long
they endure, or when it is best to withdraw treat-
ment. Efforts should thus continue to define the
types of patients and the circumstances in which
the newer cholinesterase inhibitors may be bene-
ficial.
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Anti-ulcer drugs may mask
early gastric cancer

Dyspepsia, typically presenting as heartburn or
gastrointestinal discomfort, is responsible for about
2-5% of patient visits to general health care physi-
cians. In over 50% of cases, no firm diagnosis is
possible because symptoms are of an uncertain ori-
gin. However, a significant proportion of patients
with early gastric cancer experience symptoms typi-
cal of dyspepsia.

Following the avaitability of H, receptor antagonists
such as cimetidine, famotidine, nizatidine and raniti-
dine to treat gastric ulcer, it became evident that
their use could mask symptoms of cancer and de-
lay diagnosis and appropriate treatment (1). Fur-
thermore, the recently introduced and more power-
ful proton pump inhibitors such as omeprazole, lan-
soprazole, and pantoprazole produce significantly
more rapid symptom control and healing of benign
gastric ulcer.

It would appear that the action of these drugs
masks symptoms of gastric cancer to such an ex-
tent that endoscopic diagnosis is difficult, thereby
altering the prognosis from a probable cure to incur-
able disease (2-4). In some cases, ulcerated le-
sions which were visible at an initial gastroscopy
are virtually undetectable less than four-weeks after
treatment with a proton pump inhibitor (5). Patients
with missed early cancers may alternatively be la-
belled as having non-ulcer dyspepsia and receive
repeated courses of antisecretory drugs which will
act to delay diagnosis even further (4, 5).

Antisecretory drugs, including H, receptor antago-
nists, are available in lower doses without prescrip-
tion. At present, no studies are available to show
whether these low-dose drugs are also able to heal
the mucosal lesions associated with early gastric
cancer.

In conclusion, it is recommended that dyspeptic
patients over 45 years of age should undergo en-

“doscopy before any antisecretory drugs are started

(5). Inappropriate use and prescription of anti-ulcer
drugs may delay or even prevent diagnosis of early
gastric ulcer in two ways. The rapid control of dys-
pepsia may lead the patient or general practitioner
to underestimate the importance of the symptoms
and referral for endoscopy will be delayed or even
deferred. If the patient should iater undergo a
gastroscopy, the prior treatment with antisecretory
drugs could also mask signs. It remains to be seen
whether the increased availability of these drugs
over-the-counter and their expanding use for self
medication requires reassessment.
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