
among patients with type 1 diabetes,
but the reason for this is unclear.7,8 It
may be due to a genetic polymorphism
in the gene encoding β-defensin 1.8

However, there is no evidence that this
genetic difference leads to an immuno-
compromised state allowing invasive
fungal disease to occur. There have
been case reports of patients with type
1 diabetes and diabetic ketoacidosis in
whom severe opportunistic infections
have developed.9 The increased suscep-
tibility may be attributed to the short-
term acidic environment of diabetic ke-
toacidosis, which is ideal for certain
opportunistic pathogens. 

In summary, there is insufficient evi-
dence to conclude that children with
type 1 diabetes mellitus are immuno-
compromised. The evidence indicates
that an immunocompromised state oc-
curs only in the context of poor
glycemic control with severe complica-
tions such as diabetic ketoacidosis or in
adults with vasculopathy and peripheral
neuropathy. Fortunately, with modern
standards of care and education of fami-
lies to manage intercurrent illness in
their children with type 1 diabetes mel-
litus, hospital admission for diabetic ke-
toacidosis is now rare. 
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Effect of thiazolidinediones
on lipid profile

In their review of oral hypoglycemic
therapy in type 2 diabetes mellitus,

Alice Cheng and George Fantus1 men-
tion the effect of thiazolidinediones on
high-density lipoprotein (HDL) choles-
terol; I would like to add some com-
ments about the effects of these agents
on low-density lipoprotein (LDL) cho-
lesterol and triglycerides.

In fact, the effect of thiazolidine-
diones on serum lipids and lipoproteins
varies with the agent used (pioglitazone
or rosiglitazone). As noted by Cheng
and Fantus, HDL levels increase with
either of these 2 drugs.2–7 However,
LDL cholesterol levels remain un-
changed with pioglitazone monotherapy
or a combination of pioglitazone with
other oral hypoglycemic agents or in-
sulin.2–4 In contrast, LDL cholesterol
levels increase with rosiglitazone
monotherapy or combination therapy.5–7

Although pioglitazone has been associ-
ated with a decrease in triglyceride lev-
els,2–4 the effects of rosiglitazone on
triglycerides have been variable, ranging
from a 2% increase to a 19% decrease.6,7

Studies directly comparing the 2
agents are scant, and the cause of this
variation in lipid levels is unknown.
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[The authors respond:]

We appreciate Pankaj Madan’s
supplementary information to

our article on oral antihyperglycemic
therapy.1 As Madan has correctly out-
lined, the studies comparing pioglita-
zone (monotherapy or combination
therapy) with placebo have demon-
strated no changes in LDL choles-
terol,2–4 whereas studies comparing
rosiglitazone (monotherapy or combi-
nation therapy) with placebo have
demonstrated an increase, ranging from
8% to 19%, in LDL cholesterol.5–7 In
clinical practice, this elevation may have
a small impact, if any, for patients with
diabetes mellitus using lipid-lowering
therapy (statins) to achieve target LDL
levels.8,9

The lack of direct-comparison stud-
ies makes it difficult to draw definitive
conclusions regarding the lipid differ-
ences between the 2 medications. Simi-

Correspondance

344 JAMC • 16 AOÛT 2005; 173 (4)



larly, significantly elevated triglyceride
levels might best be targeted directly
with fibrates.
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Benzene rings

Arecent Clinical Vistas article1 pro-
vides an interesting look at the

similarity between homogentisic acid,
which is excreted in the urine of people
with alkaptonuria, and hydroquinone,
which is used in the process to develop
photographs. Unfortunately, both of
the chemical structures provided in the
article are wrong. Homogentisic acid
and hydroquinone are both aromatic
compounds (the author alludes to this
by referring to the benzene ring of hy-
droquinone) that have a 6-membered,
not an 8-membered, ring.

Perhaps a minor point, but worth
correcting, because in chemistry, bio-
chemistry and the medical arts and sci-
ences, structure is everything. 
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[The author responds:]

Iam most grateful to Dr. Atkinson
for pointing out my error. He is, of

course, absolutely correct. The error
crept in when I tried to replicate my

hand-drawn diagram, using a word-
processing program to draw the
chemical structure. As noted,1 the
chemical structures of homogentisic
acid and hydroquinone are strikingly
similar.
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Corrections

In a recent article,1 a link to an online
version of Table 1 incorrectly lists

the volume number as 1723 as opposed
to 173.
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In a recent article,1 the affiliations of
3 authors were mistakenly omitted.

Patricia Pugh is the study coordina-
tor (Newmarket, Ont.), Beverley
Chalmers is an international health
consultant (Kingston, Ont.) and
Freda Seddon is a community mid-
wife (Bobcaygeon, Ont.). We apolo-
gize for this error.
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