Aggressive diabetes
therapy: is it “best
practice?”

s a family doctor critically considering

the 2003 clinical practice guidelines for
non—-insulin-dependent diabetes mellitus,? I have
a lot more questions about this “looming epidemic”
according to the guidelines’ revised definition of this
“disease state” than I have answers. Knowing how
important wellness is to my patients, I am worried
about the number of them who I will now declare
“ilI” A lot of money will be spent to diagnose, moni-
tor, and treat each of the identified “prediabetics”
with less than clear indications that this is indeed
best practice and in their best interest.

The guidelines suggest that, when compared
with conventional treatment, intensive treatment
aimed at lowering glycosylated hemoglobin levels
toward the normal range have been associated with
a reduction in microvascular complications.

In the UK Prospective Diabetes Study Group, it
was hypothesized that improved blood-glucose con-
trol might reduce the incidence of diabetes-related
end points by 40%. No risk reduction was seen in
any of these aggregates, however. Accordingly, the
study was extended. (And the aggregate end points
were changed.®)

In 1987, retinal photocoagulation and cataract
extraction were added as DM-related end points to
the study. Subsequently a 3% decrease in diabetes-
related end points was shown, in large part due to
the drop in retinal photocoagulation. After 10 years,
the intensively and conventionally treated groups had
similar incidence of total mortality, myocardial infarc-
tion, stroke, blindness in one eye, and renal failure.

The guidelines state: “In the UKPDS, each 1%
reduction in mean A was associated with a 36%
decline in the risk of microvascular complications”
“Therapy should be targeted to achieve an A _less
than or equal to 7.0% in order to reduce the risk of
complications” These two statements suggest that
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the patient-oriented evidence that matters (POEM),
which is the decline in microvascular compli-
cations, can be tied to the disease-oriented evi-
dence (DOE), which is achieving an HbAlc or 7.0%,
through intensive therapy. In the UKPDS, however,
benefits of individual drugs were not proportional
to the decrease in HbA .

Fasting blood glucose levels appear to be directly
related to cardiovascular events, with increased risk
apparent at levels that are within the normal range for
people without diabetes. The absolute benefit of lower-
ing A, . levels from 7.0% to 6.0% is expected to be small
and must be weighed against the risk of hypoglycemia.
Furthermore, the risk of hypoglycemia was threefold
higher among participants receiving intensive therapy.

According to the algorithm,"* your 40-year-old
patients (who were well until the guidelines appeared)
are to be considered for aggressive management of
their “prediabetic” state, through tight control of
blood sugars, early and repeated testing, and at least
two medications. Consider also the impact on their
ability to get private health insurance.

Perhaps advertising campaigns that are scar-
ing people into believing that they are going to go
blind, lose their legs, and harm their loved ones if
they do not get tested for non—insulin-dependent
diabetes mellitus at age 40 should stop. Before the
clinical practice guidelines become the standard of
care, the evidence should be balanced with “best
practice” and our fiscal reality.

Finally, I wonder why the evidence is not pre-
sented in terms of number needed to treat (NNT),
number needed to harm (NNH) in the context of
the prevalence of non—insulin-dependent diabetes
mellitus. Is it possible that in 2004, the evidence
does not support what the 2003 clinical practice
guidelines are recommending to family doctors?

—Ajantha Jayabarathan, MD, CCFP
Halifax, NS
by e-mail
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Response

thank Dr Jayabarathan for her letter. I am delighted

that the 2003 Canadian Diabetes Association
guidelines' are raising awareness about diabetes and
stimulating discussion about the management of
this multifaceted chronic disease.

As Chair of the 2003 Canadian Diabetes
Association’s clinical practice guidelines expert com-
mittee and as a family physician, I am particularly
interested in her interpretation of the guidelines. As
approximately 75% of people with diabetes receive
care exclusively from their family physicians,* spe-
cial care was taken to ensure that these guidelines
were relevant to family practice. Dr Jayabarathan’s
letter highlights some of the important challenges
in treating this disease and some of the misconcep-
tions held by the general public and physicians alike
in regard to the seriousness of diabetes.

Diabetes is a major threat to public health and
is a problem that is rapidly growing in Canada
and indeed worldwide. The Canadian Diabetes
Association estimates that more than 7% of the
Canadian population (at least 2.2 million people)
have diagnosed or undiagnosed diabetes.

The key to stemming this epidemic and the asso-
ciated morbidity is prevention and early and aggres-
sive intervention, both of which are supported by
the literature. Dr Jayabarathan appears to ques-
tion the appropriateness of lowering the recom-
mended age for screening (from 45 to 40) and use
of the term “prediabetes” to describe the dysglyce-
mic states of impaired fasting glucose and impaired
glucose tolerance. Dr Jayabarathan is concerned
that previously “well” patients will now be consid-
ered “ilI” and wonders whether the aggressive ther-
apies recommended by the guidelines are “in the
patient’s best interest”

Screening is “case finding”: finding an individual
with a given disease or condition. Individuals found
to have prediabetes or diabetes have the opportu-
nity to make lifestyle changes, receive treatment
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and regular screening to maximize the odds of
staying well, and not developing complications.
Unfortunately, this diagnosis is all too often delayed,
as evidenced by the 20% to 50% of people who pres-
ent with complications at diagnosis.>* Yes, diabetes
is an intensive disease to manage, but surely early
intensive intervention to reduce the risk of prema-
ture death, cardiovascular disease, dialysis, blind-
ness, or amputation is in a patient’s best interest.

Dr Jayabarathan’s interpretation of the UKPDS is
rather unusual, and, unfortunately, a detailed response
to her statements is beyond the scope of this letter.
Major trials (of which the UKPDS is but one) have
shown conclusively that achieving and maintaining
the glycemic,*® blood pressure,”® and lipid®'° targets
recommended in the guidelines can delay the onset
or prevent the progression of microvascular and mac-
rovascular complications of diabetes.

Recent data from Ontario indicate that the life
expectancy of people with diabetes is 13 years less
than people without diabetes,!* with cardiovascu-
lar disease accounting for 70% to 80% of all deaths
among people with diabetes.'>'? In addition, diabetes
shifts the age at which acute myocardial infarction is
seen by 15 to 20 years earlier.® The 2003 guidelines
address the centrality of the diabetes-cardiovascular
connection, emphasizing not only the management
of cardiovascular complications, but also their pre-
vention. However, prevention begins with identifica-
tion—hence the importance of identifying those at
risk. A meta-analysis of published data from 20 stud-
ies of 95783 persons followed for 12.4 years demon-
strated that a fasting glucose level of 6.1 mmol/L
and 2-hour glucose level of 7.8 mmol/L were asso-
ciated with a 33% and 58% increase in cardiovascu-
lar event risk, respectively, when compared with
a glucose level of 4.2 mmol/L."* In addition, large,
well-designed trials have demonstrated conclusively
that diabetes can be prevented.”>"” Identifying peo-
ple with prediabetes allows family physicians and
patients to intervene with strategies not only to
reduce the risk of progression to frank diabetes, but
also to modify cardiovascular risk factors.

Guidelines are only guidelines, and recommen-
dations will always need to be considered in the
context of individual patients. However, Canadian
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patients deserve care that is founded on the best
evidence available. Cost-to-benefit ratio discussions
were deliberately avoided in the 2003 guidelines, as
Canadian data are absent, and most literature in this
area is based on economic models from other coun-
tries that are not relevant to the Canadian health
care system. The evidence clearly demonstrates that
early identification of risk and aggressive therapeutic
interventions reduce morbidity and mortality. Yet, as
Dr Jayabarathan points out, comprehensive diabetes
care is expensive. It is important to note, however,
that the 2003 guideline recommendations are based
on evidence, not on the prevailing political approach
to disease management. In 2004, it appears that pol-
icies on drug and other treatment coverage are out
of step with the evidence.

Finally, Dr Jayabarathan questions whether the
more than 900 references in the guidelines consti-
tute sufficient evidence on which to base our rec-
ommendations, then suggests we should ignore
the available evidence and rely on “best practice’
and “fiscal realities” to guide how we manage
our patients. The CDA guidelines will not sat-
isfy her wish for a best practice guide based on
cost-to-benefit ratios, but the guidelines do offer
those physicians who are committed to practising
evidence-based medicine a wealth of information
on how to prevent, detect, and manage this com-
plex, prevalent, and serious disease.

—Stewart B. Harris, MD, MPH, FCFP, FACPM
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Unnecessary use
of ceftriaxone?

e were disappointed with the short report!
published in the April issue of Canadian
Family Physician advocating the broad use of paren-
teral ceftriaxone in cellulitis resulting from mammal
bites. The authors use overly broad inclusion criteria
and have no appropriate control group. They demon-
strate that ceftriaxone is effective for treating celluli-
tis but fail to show that it has any benefit over other
options, including cheaper and easier-to-use oral
agents. Unnecessary use of parenteral antibiotics
has been identified as a source of increased expense
and emergency department visits, as well as avoid-
able inconvenience and discomfort for patients.>?
The criteria for including patients in this series was
“moderate-to-severe acute infections inflicted by dogs
or cats...” The authors define moderate-to-severe as
“impaired function in the limb and swelling, e
purulent discharge in the bite or scratch area’” These cri-
teria would include many patients with uncomplicated
mild cellulitis, in addition to the moderate-to-severe infec-
tions the study claims to be targeting. The authors do
not present any information (such as systemic symptoms,
lymphangitis, or size of affected area) to support their
claim that the patients they were treating had moderate-
to-severe infections. Guidelines for grading the severity of
cellulitis do exist and could be used for this purpose.**

ema, or

1078 Canadian Family Physician + Le Médecin de famille canadien ¢ VOL 50: AUGUST ¢ AOUT 2004



