Diabetes mellitis: risk factor
for advanced liver disease

The study by Porepa and colleagues
confirms something most hepatologists
have always known: diabetes mellitus is
a risk factor for advanced liver disease.!
| congratulate the authors for taking on
this methodologically difficult task, but
they missed a few opportunities for
addtional knowledge translation.

Hemochromatosis, a genetic disease
of iron overload that, if not recognized,
leads to diabetes and cirrhosis, should
have been in the exclusion and censor-
ing criteria. After all, the prevalence of
hemochromatosis may be as high as
5/1000 people of northern European
descent.?

In addition, hepatocellular carcinoma,
a known complication of cirrhosis,
should have been included in the list of
serious liver disease outcomes as a sur-
rogate marker for cirrhosis because ICD
(International Classification of Diseases)
coding of liver disease and its complica-
tions is not always comprehensive.?
Some patients with primary liver cancer
would have been included in the analysis
because either cirrhosis was mentioned
in the discharge abstract database or the
patient underwent liver transplantation
for hepatocellular carcinoma.

Obesity, diabetes and metabolic
syndrome are risk factors for nonalco-
holic fatty liver disease and advanced
fibrosis (metabolic syndrome confers
an odds ratio of 3.5 for advanced fibro-
sis).* In addtion to the risk of serious
liver disease in patients with diabetes
alone, hypertension alone, dyslipi-
demia alone and obesity alone, it
would have been helpful to identify,
from this large population database,
the additional cumulative risk for seri-
ous liver disease in patients with meta-
bolic syndrome.
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Global alcohol strategy

In May 2010 in Geneva, the General
Assembly of WHO accepted, with all
votes of the 193 member states, a res-
olution on a global alcohol strategy.* In
it, evidence-based measures are listed
that reduce the general consumption of
alcohol in a given society. No need to
wait any longer.?
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Lower drug dose may
improve outcomes

I concur with the arguments made by
McCormack and colleagues in support
of starting medication at a very low
dose.! It has been suggested that indi-
vidualized low-dose pharmacotherapy
may improve outcomes in the treatment
of chronic disease.? Side effects and
adverse drug reactions are substantially
dose-related, and potentially there is a

CORRECTION

substantial benefit in individualized
systematic titration of dosage to opti-
mize the balance of risk and benefit.?

The strategy of using lower doses of
drugs with different mechanisms of
action in combination, as demonstrated
in the treatment of systemic hyperten-
sion,® provides added efficacy and non-
additive side effects. Attention to life-
style and other contributing factors is
also necessary to optimize outcomes.
For example, instead of increasing the
dose of statin and its potential for side
effects, coronary risk is more safely
reduced by combining a lower dose of
statin with weight loss and antiplatelet
and antihypertensive pharmacotherapy.?

There is growing evidence that
lower dose drug treatment has many
potential advantages and is often not
less effective. This topic deserves more
extensive research. It may be time to
review dosing guidelines for a wide
range of drugs.
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Some letters have been abbreviated for
print. See www.cmaj.ca for full versions.

Macrosomia and perinatal and postneonatal mortality
among First Nations people in Quebec

In the Feb. 22 issue of CMAJ, the title of Table 1 in the article by Wassimi and
colleagues should have contained an asterisk, not a dagger symbol.! CMAJ
apologizes for any inconvenience this error may have caused.
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