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accept the authors' view that infection is directly responsible for
failure to control bleeding.

Previous studies have also demonstrated the relevance of
Child's score in controlling hemorrhage.':' In a multivariate
analysis done in 23 patients of 64 enrolled who had infection,
bacterial infection, Child-Pugh score and mean number of blood
transfusions were independent predictors for early rebleeding. It
may be pertinent to state that there have been concerns about the
use of the Child's scoring system, given its simplicity and sanctity
of use over time. In patients with advanced cirrhosis, the Child's
score is not an efficient marker for prognosis.' This study also
shows that serum bilirubin and albumin did not correlate with
early rebleeding or failure to control bleeding. Thus, there are
increasing suggestions for classifying patients with advanced
cirrhosis by age, prothrombin time, presence of renal insufficiency,
cognitive dysfunction (encephalopathy) and ventilatory insuffi-
ciency rather than the Child-Pugh score. S The present authors
have disqualified two measures (serum albumin and bilirubin) of
the Child's scoring system but have included these in the final
model as part of the Child's scoring system. This is of concern due
to the equal weight given to all components ofthe Child's score.
Thus, it may be premature to conclude that cirrhotic patients with
bleed ing should be treated for presumed infection to control
bleeding. This will possibly result in an excessive number of
patients being treated with antibiotics. More prospective studies
need to be performed with an even clearer definition of the time
interval between bleeding and infection before the data from two
studies: one with 64 patients and the other using essentially
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SUMMARY
This double blind randomized trial was conducted in 45 patients with
non-insulin dependent diabetes mellitus (NIDDM) and hypertension
over a period of 24 weeks. NIDDM paitents who had a supine
diastolic blood pressure of 90-105 mmHg on at least two occasions
were given a run-in with placebo for 4-6 weeks followed by double
blind administration of carvedilol and atenolol in a randomized
manner. Cardiovascular and metabolic parameters were assessed at
theend of the placebo and after active treatment was over. There were
3 drop-outs. At the end of the study, analysis of results revealed
significant improvement in mean (SD) fasting plasma glucose,
[-5.38 (8.97)v. 3.59 (5.38) mgldl] , serum insulin [-1.15 (1.15)v. 1.0
(1.29) mgldl], high density lipoprotein-cholesterol [0.31 (0.31) v.

similar methodology but patients being part of another bleeding
control study are extrapolated globally. The authors have essen-
tially concluded on similar lines with the suggestion that infection
prior to bleeding may be considered a confounder in the evaluation
of clinical trials on variceal and possibly non-variceal upper
gastrointestinal bleeding in cirrhotic patients.
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0.19 (0.15) mgldl], serum triglyceride [-32.73 (25.45) v. 18.18
(31.82) mgldl], haemoglobin Alc [-0.1 (0.1)% v. 0.3 (0.25)%],
insulin sensitivity index [0.013 (0.007)% v. 0.013 (0.006)%] and in
the lipid peroxide levels in carvedilol treated group as compared to
those who were on atenolol therapy. Patients in the latter group had
worsening of fasting plasma glucose and serum insulin. However,
there were no significant differences between the two groups as
regards control of blood pressure (both systolic and diastolic), left
ventricular mass and total cholesterol levels. There were no instances
of hypoglycaemia unawareness in those who were on atenolol or
carvedilol and also taking insulin or oral hypoglycaemic agents.

COMMENT
About one-third to half the patients with NIDDM have
hypertension. It is 1.5-2 times more common in diabetics than in
non-diabetics. Data from population studies indicate that
hypertension is one of the major cardiovascular risk factors in
NIDDM.l The major issue in the treatment of hypertension in
these patients is the adverse metabolic effects of various anti-
hypertensive drugs, especially diuretics and beta-blockers. The
use of beta-blockers in patients with NIDDM appears to confer a
similar degree of cardioprotection as in those without NIDDM.2
However, their use worsens hyperglycaemia and dyslipidaemia
and causes hypoglycaemia unawareness. Relatively cardioselective
beta-blockers such as atenolol pose a lesser risk of hypoglycaemia
unawareness as comapred to the non-selective beta-blockers. 3

However, there are conflicting reports as regards their adverse
effects on blood glucose and lipid profile."

Carvedilol is a novel beta-blocker having beta-I, beta-2 and
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alpha-1 activity. It has been shown to have insignificant adverse
effects on the blood glucose and lipid profile in patients with
NIDDM.6.7 However, others have recorded adverse effects on
triglycerides and very low density lipoprotein cholesterol. 8 In
addition, carvedilol possesses antioxidant and anti-smooth muscle
proliferative properties." These may be beneficial in diabetic
patients having accelerated atheroscleroiss and increased oxidative
stress.

Several studies have shown that inadequacy of peripheral
blood flow, mainly in the muscles, is strongly associated with
components of the metabolic syndrome; hypertension, hyper-
lipidaemia and hyperinsulinaemia.'? It has been hypothesized that
an increase in peripheral resistance due to sympathetic overactivity
in patients with hypertension causes reduction in peripheral blood
flow decreasing insulin sensitivity. Uptake of lipids from the
circulation, especially triglycerides, is reduced as well thus contri-
buting to hypertriglyceridaemia. The authors have extended these
observations and propose that improved insulin sensitivity
may be due to the vasodilatory property of carvedilol though its
alpha-I blocking activity. Increased blood flow might also lead to
increased lipoprotein lipase activity and a favourable lipid profile.
Hence, carvedilol is a potentially useful drug for hypertension in
NIDDM patients.

However, there are certain shortcomings of the study, and
some of them have been discussed by the authors. In the study, the
'p' value in the statistical analysis was not very secure on account
of multiple comparisons. Patients in the study group had a higher
mean body mass index and waist-to-hip ratios. Moreover, it has
not been mentioned whether the patients were strictly adhering to
the prescribed dietary protocol and alcohol consumption. For
example, observed differences in the metabolic parameters may
occur due to even mild dietary non-compliance and/or non-
adherence to the exercise regimen.

Though carvedilol appears to be less harmful, or may even be
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a metabolically beneficial drug in diabetic patients with
hypertension, further trials will be required to corroborate the
observations of the present study before the drug is recommended
for wider usage.
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