
negative history will significantly decrease the number of
women who receive the vaccine. The proportion of women
who would be vaccinated, based on a negative history without
serological confirmation, would vary widely between different
populations as the number of adults who could not recall a
history of chickenpox ranged from 19% in Ohio"2 to 49% in
Australia.10 However, even among subjects with no, or uncer-
tain, prior exposure to varicella, only 10-36% were
non-immune." 12
The availability of an active varicella vaccine opens new

options for preventing chickenpox in pregnancy. Moreover,
doctors may possibly face medicolegal consequences if they
fail to offer the vaccine during preconception consultation.
The attack rate of varicella is extremely high with household
contact, and a substantial number of women with a negative
history are susceptible. Furthermore, women of childbearing
age may be more exposed to chickenpox from non-immunised
children in their household. A routine screening and vaccina-
tion programme, similar to the one currently implemented for
rubella, must be considered. A history of chickenpox should be
obtained from all women at preconception counselling. Sero-
logical testing or vaccination should be offered. However,
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women should be informed that if they have a history of vari-
cella there is at least a 97% chance that they are immune and
that even among those who can not recall varicella infection
about 80% are immune. The cost effectiveness of vaccinating
women of childbearing age should be determined for each
population according to its rates of seronegativity. Future vac-
cination policies would need to be revised in areas where all
children are now routinely immunised as recommended.
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Growing pains ofmeta-analysis

Advances in methodology will not remove the needfor well designed trials

Meta-analysis is a statistical technique for pooling clinical tri-
als of similar design. It achieves higher statistical power for
detecting differences between treatments and obtaining more
precise estimates of outcome. Meta-analysis quickly chalked
up some notable successes after its introduction to medicine.
Meta-analysis of several small studies suggested thrombolytic
treatment would reduce mortality from acute myocardial
infarction by 20%,1 a prediction confirmed by subsequent
large randomised-trials.' The value of the meta-analysis in pro-
viding a quantitative overview of data from many studies soon
became apparent. Optimists suggested that cumulative
meta-analysis of small trials would identify effective treatments
sooner,3 and there were even hints that meta-analysis might
make large randomised trials unnecessary.

But recent discrepancies between the predictions of meta-
analysis and findings of large randomised trials have been disap-
pointing and have led to a critical reappraisal of this technique.
Meta-analysis of eight small randomised studies suggested
intravenous magnesium would reduce the risk of acute
myocardial infarction by 55% (P<0.001),45 but a randomised
trial of 58 050 patients found no evidence of efficacy.6

This discrepancy between the predictions ofmeta-analysis and
the results ofa mega-trial might be due to publication bias, to dif-
ferences in patient populations, to the dose and timing of
intravenous magnesium, or to greater use of other effective treat-
ments such as fibrinolysis. Similar predictions that nitrates would
reduce mortality from acute myocardial infarction7 were not

borne out by trials of 18 895 and 58 050 patients.68
Meta-analysis of small randomised trials in perinatal medicine
had only moderate agreement (K 0.46-0.53) with large trials of
more than 1000 patients.9 These recent failures have led to con-
siderable discussion and criticism of meta-analysis.

Meta-analyses can suffer from incomplete reporting of data,
variation in the quality of studies, and bias in selecting which
studies to include. Meta-analyses that use only published data
can also be biased by the preferential publication ofpositive trials.
The actual synthesis of information from independent studies is
also limited by differences in study design, intervention, and
patient population. With all these potential difficulties, a
meta-analysis should make a strong case for why certain trials
should be pooled, and should explore the quantitative effect of
known differences in trial design or patient populations on the
summary outcome. Since standard meta-analytic methods have
not often incorporated study level or patient level covariates into
their quantitative analysis, newer statistical methods that can
assess the independent and joint effects of covariates on the over-
all outcome are needed. On p 735 Sharp et al discuss some of the
problems in meta-analyses.10 These newer methods would be
particularly important for synthesising non-experimental data,
and would allow meta-analysis to better fulfill its promise as a
"study of studies."
Advances in meta-analytic methods will not remove the

need for well designed trials, and may in fact highlight the
importance of good trial design for avoiding systemically
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biased outcomes. Furthermore, pooling of well reported
primary data from trials can show how much outcomes vary, if
at all, with different treatments and different characteristics for
individual patients.

Meta-analysis is a valuable technique. Like many innovations
in medicine, it has gone through a cycle of optimism, inflated
promises, and disappointment; as it reaches maturity, a more
balanced view of its strengths and limitations is emerging.
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Vascularised pancreas transplantato

The ultimate treatmentfor insulin dependent diabetes

In vascularised pancreas transplantation the organ is
transplanted as a whole (as opposed to islet cell transplanta-
tion, which is still experimental). The procedure re-establishes
endogenous secretion of insulin that is responsive to normal
feedback controls and is currently the only known treatment
for diabetes that reliably achieves a euglycaemic state with
complete normalisation of glycated haemoglobin
concentrations.' The costs that must be paid for normal
glucose homeostasis are the operative risks of the procedure
and the need for chronic immunosuppressive treatment.

Between 1966 and 1995 over 7500 pancreas transplantations
were performed worldwide and reported to the International
Pancreas Transplant Registry.2 Most (87%) of these organs were
transplanted in conjunction with kidneys as combined pancreatic
and renal transplants into patients with impending or actual renal
failure. The other operations included transplantation ofthe pan-
creas after the kidney (7.4%), pancreas transplantation done
alone(5%), and pancreas transplantation in conjunction with a
single organ other than the kidney or with multiple organs (less
than 1%). The total number of pancreas transplantations done
each year has steadily increased, reaching over 1100 in 1995.2
The overall one year actuarial survival of patients and of
functional pancreas grafts (complete insulin independence) are
91% and 75% respectively.
Most doctors will consider a combined pancreatic and renal

transplant for patients with insulin dependent diabetes
mellitus and advanced nephropathy (creatinine clearance
below 30 ml/min or failure of a prior kidney transplant).' '

Such patients who also have minimal or limited secondary
complications of diabetes are considered to be the best candi-
dates. Most are between 20 and 40 years old. The selection
criteria for a solitary pancreas transplantation are based on
substantial impairment of quality of life associated with the
presence of early diabetic complications or exogenous insulin
failure with hyperlabile diabetes.4 The main determinants for
selecting recipients are the presence of diabetic complications,
the degree of nephropathy, and the cardiovascular risk.'

Controversy persists, however, about the use of pancreas
transplantation. There is no dispute that kidney transplanta-
tion is the treatment of choice for many patients with advanced
diabetic nephropathy.5 The additional transplantation of the

pancreas remains debatable because of concerns that it may
increase the morbidity and mortality associated with kidney
transplantation alone.6 Indeed, owing to the careful selection
of donors and recipients, the registry data show that survival of
kidney grafts is better in patients who have simultaneously
received a pancreas transplant than in diabetic patients who
received a kidney transplant alone.7 Current data show that the
projected half life of a kidney of a combined pancreatic and
renal transplant is 11.3 years, compared with a half life of 7.9
years for a cadaveric donor kidney transplanted alone. In spite
of the increased risk of morbidity, a combined pancreatic and
renal transplant in an appropriately selected diabetic patient
does not seem to jeopardise either the patient or the kidney
and may result in excellent survival of both, with greater
potential for complete rehabilitation.' 8

Pancreas transplantation also has the potential to relieve
some of the secondary complications of diabetes."4 8-10
Preliminary evidence suggests that successful pancreas
transplantation may induce regression of early (but not
advanced) microscopic lesions of diabetic nephropathy and
stabilise renal function. It will also prevent the recurrence of
diabetic nephropathy in a patient's kidney graft. The course of
diabetic retinopathy seems to be less favourably influenced by
a functioning pancreas graft. However, data from longer follow
up (more than four years) of recipients suggest that
retinopathy may also be stabilised, and the same seems to be
true for both peripheral and autonomic neuropathies.8'0
Improved nerve conduction velocity, gastric function, cardiac
function, and microcirculatory blood flow have also been
reported.9 Furthermore, a functioning pancreas graft may help
to reduce the hyperlipidaemic effects of immunosuppression
and actually improve lipid metabolism over time. However,
long term studies are needed to document fully the effects of
pancreas transplantation on diabetes.

In patients with hyperlabile diabetes, extreme difficulty with
metabolic control, or unawareness of hypoglycaemia a
pancreas transplant can immediately transform the patient's
quality of life simply by abolishing dependence on insulin and
improving counterregulation. " Changes in carbohydrate and
lipid metabolism should also translate into a decreased risk of
atherosclerotic vascular disease.
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