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Discord over ACCORD
What are we to make of the ACCORD study? This is a large,
multicentre, randomized study to determine if aggressive
treatment of cardiac risk factors will improve outcomes in a
subset of higher-risk people with type 2 diabetes.
Marshall Dahl, MD, FRCPC
he ACCORD study is a multicentre, randomized study to
determine if aggressive treatment of cardiac risk factors will
improve outcomes in a subset of higher-risk people with type 2 diabetes.
On 6 February 2008, the National
Heart, Lung and Blood Institute
(NHLBI) of the National Institute of
Health in the United States terminated
one arm of the study 18 months ahead
of schedule because of safety concerns. The group that received intensive efforts to lower blood sugars as
measured by the glycosylated hemoglobin test, A1c, had increased mortality. There was considerable media
coverage of the cessation of the trial
and the finding that an attempt to
achieve lower A1c targets was actually associated with more cardiovascular deaths.
According to the NHLBI press
release, the study “enrolled 10 251
participants. Of these, 257 in the intensive treatment group have died, compared with 203 within the standard
treatment group. This is a difference
of 54 deaths, or 3 per 1000 participants each year, over an average of
almost 4 years of treatment.” The
release went on to state that “the intensive treatment group had a target
blood sugar goal, measured by hemoglobin A1c, of less than 6%. This is
similar to blood sugar levels in adults
without diabetes. The standard treat-
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ment group aimed for a target similar
to what is achieved, on average, by
those with diabetes in the United
States (A1c of 7.0% to 7.9%) and
lower than at study entry.”1 The intensive treatment group received multiple classes of glucose-lowering medication to reach this goal. These
included combinations of metformin,
glimepiride (a sulfonylurea agent),
rosiglitazone, acarbose, insulin, and
exenatide, a GLP-1 analog (a new
class of anti-diabetic therapy not yet
available in Canada).
There was substantial discussion
in the press and scientific literature
about the implications of this study
for the treatment of type 2 diabetes.
BC’s Therapeutics Initiative (TI) published a newsletter on the subject.2
Endocrinologists in BC took issue
with TI’s analysis of a press release
and suggested that they were rushing
to judgment in the absence of a peerreviewed publication.3 There was certainly a good deal of heated discussion among local academics about the
continued relevance of the “glucose
hypothesis” linking hyperglycemia
with diabetes complications, including cardiovascular disease.
The ACCORD study has now published its results.4 The article certainly confirms the earlier press release
statement. The intensive-therapy
glycemic group had a median A1c at 1
year of 6.4% with a relative increase
in overall mortality of 22% and an
absolute increase in mortality of 1.0%

compared to the conventional group
that had a median A1c of 7.5%. This
is equivalent to one extra death in the
intensive group for every 95 patients
who were treated for 3.5 years. There
is no “clear explanation for this higher mortality.”4

Endocrinologists in
BC took issue with
TI’s analysis of a press
release and suggested
that they were rushing
to judgment.

How are we to manage patients
now? We all want to be careful to do
no harm to high-risk people with Type
2 diabetes, so we need to look carefully at our treatment goals for this
population because of their serious
risks of cardiovascular disease and
other complications.
Some points seem clear:
• All patients in ACCORD received
focused care to improve hypertension and dyslipidemia, regardless of
the glycemic targets. They did well.
The death rates in all ACCORD
Continued on page 530
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Table. ACCORD inclusion criteria for cardiovascular disease.5

patients were lower than the death
rates for comparable groups of diabetics in other studies. Thus we
should continue to make it a priority
to control blood pressure and lipids
to prevent cardiovascular events in
people with type 2 diabetes.
• It is prudent to exercise caution in
our blood glucose goals for patients
at high risk for cardiac disease. The
ACCORD study enrolled patients
with diabetes in three categories
( Table ). Groups A and B have
established atherosclerotic vascular
disease (secondary prevention). I’m
going to treat my patients in this
population to the less-aggressive
goal used in the most successful
ACCORD subgroup and target an
A1c of 7.0% to 7.9%. The Group C
population is a “grey area.” They
have dyslipidemia, hypertension,
smoking, or obesity as risk factors
without proven cardiovascular disease. A very large percentage of people with type 2 diabetes probably
meet this description. They have
been lumped in with the proven atherosclerotic or higher-risk groups.
The ACCORD article doesn’t allow
us to understand if the outcomes for
this group differ. It is possible that
subsequent publications may clarify
this question. Until that time, the
current ACCORD evidence mandates similar caution for these people to achieve an A1c target in the
7.0% to 7.9% range. For the rest of
the lower-risk diabetic population
that doesn’t meet the ACCORD
inclusion criteria, we have no evidence of harm in targeting a lower
A1c if it can be accomplished without hypoglycemia.
• The ACCORD discussion does not
help us determine glycemic goals
for the prevention of other types of
diabetic complications relating to
the microvasculature such as retinopathy, neuropathy, and nephropathy.
The existing literature suggests a
strong causative relationship be-
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A. Presence of clinical cardiovascular disease.
• Previous myocardial infarction (MI).
• Previous stroke.
• History of coronary revascularization (e.g., coronary artery bypass graft surgery, stent
placement, percutaneous transluminal coronary angioplasty, or laser atherectomy).
• History of carotid or peripheral revascularization (e.g., carotid endarterectomy, lower
extremity atherosclerotic disease atherectomy, repair of abdominal aorta aneurysm,
femoral or popliteal bypass).
• Angina with ischemic changes (resting ECG), ECG changes on a graded exercise test
(GXT), or positive cardiac imaging study.
or
B. If no clinical cardiovascular disease, evidence in the last 2 years suggesting a high
likelihood of cardiovascular disease. Specifically, the presence of one of the following:
• Microalbuminuria.
• Ankle brachial index < 0.9 (by simple palpation).
• LVH by ECG or ECHO.
• > 50% stenosis of a coronary, carotid, or lower extremity artery.
or
C. The presence of at least two of the following factors that increase CVD risk:
• On lipid-lowering medication or untreated LDL-C >130 mg/dl (3.38 mmol/l).
• Low HDL-C (< 40 mg/dl (1.04 mmol/l) for men and < 50 mg/dl (1.29 mmol/l) for women).
• On BP lowering medication or untreated SBP >140 mm Hg or DBP > 95 mm Hg.
• Current cigarette smoking.
• Body mass index > 32 kg/m2.

tween elevated blood sugar and
microvascular complications. Therefore once we have stratified the A1c
goal range for a patient according to
cardiovascular risk, we should probably try to bring the A1c into the
lower portion of that target range to
minimize eye, nerve, and kidney
disease risks.
This is a reasonable approach
based on a scientific analysis of
the large well-designed prospective
ACCORD trial. A second important
study, the ADVANCE trial, was published in the same journal.6 This study
did not show increased mortality with
a glycemic goal of A1c below 6.5%.
However, the types of pharmacologic
interventions that were used differ
from ACCORD and the patient population was at lower cardiovascular
risk. Importantly, the trial reminded
us of the main demonstrated benefit of
lower glycemic control through a 21%
relative reduction in nephropathy.
Overall, then, we need to reconsider our approach for patients with
type 2 diabetes with known cardio-

vascular disease or risks such as
hypertension, dyslipidemia, and smoking. Treat their blood pressure and
cholesterol. Target an A1c result as
low as can be accomplished within the
7.0% to 7.9% range.
With this approach it should be
possible to balance cardiovascular
safety and meaningful reductions in
microvascular complication risks.
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practices available
WALK-IN—LOWER MAINLAND
Walk-in clinic for sale/partnership—Lower
Mainland. Busy, well-established walk-in clinic in growing community close to Vancouver.
Well positioned in large strip mall with major
grocery store/pharmacy and lots of parking.
For info call 604 789-3356 or fax 604 5342919.
FP—RICHMOND
Well-established multi-ethnic family practice
in Richmond, BC, available. Present FP retiring.
640 sq. ft., street level, in busy commercial/
residential area. Very easy and flexible terms.
Phone 604 277-2923 or fax 604 277-2110.
WALK-IN CLINIC—SMITHERS
Busy walk-in clinic/office practice. Wellequipped modern premises on Main Street.
Contact Dr R. Bianco at 250 846-5855
(evenings) or e-mail rbian@shaw.ca.

positions available
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DO!
The flu shot is your best protection
against influenza. Protect yourself
AND your patients.
Get the vaccine. Not the flu.
CANADIAN COALITION FOR
INFLUENZA IMMUNIZATION
www.influenza.cpha.ca

LOCUM—VANCOUVER
Busy and financially rewarding. Hands-on
MOAs—clinic manager on site. Everything to
make work easy. One of the best clinics in
Vancouver—10 years’ proven reputation.
Walk-in and family practice. Try some shifts or
explore part-time practice. Open 9–9 daily.
Online shift availability calendar. Broadway
and Burrard Medical Clinic. Call Kathy at 604
736-1888, ext. 4, or e-mail bbmcfp@telus.net.
Physician references.
PHYSICIAN—NORTH VANCOUVER
Physician required for the busiest clinic/family
practice on the North Shore! Our MOAs are
known to be the best, helping your day run
smoothly. Lucrative 6-hour shifts and no
headaches! For more information, or to book
shifts online, please contact Kim Graffi at
kimgraffi@hotmail.com or by phone at 604
987-0917.

preceding the month of publication, e.g., by
1 November for December publication.
Please call if you have questions.
Send material to: Kashmira Suraliwalla •
BC Medical Journal • #115-1665 West
Broadway • Vancouver, BC V6J 5A4
Canada • Tel: 604 638-2815; fax: 604 6382917 • E-mail: journal@bcma.bc.ca
Provincial legislation prohibits ads that discriminate on the basis of sex. The BCMJ may
change wording of ads to comply.

SHIFTS—YALETOWN
Physicians required for a busy, computerized,
trendy walk-in/family practice clinic. Both
episodic drop-in shifts and regular shifts are
available for days, evenings, and weekends.
65% split. Contact the office manager at the
Aquarius Medical Clinic for available times,
604 669-7772 (ext. 0) or aquariusmedical@
novuscom.net.
LOCUM—VANCOUVER
Busy walk-in clinic shifts available in Yaletown and the heart of Kitsilano at Khatsahlano
Medical Clinic—voted best independent medical clinic in Vancouver in the Georgia
Straight readers’ poll. Contact Dr Chris Watt at
watt1@telus.net.
LOCUM—VANCOUVER
Shifts are available at a very busy, wellestablished walk-in clinic in the Broadway and
Commercial Drive area. Efficient, wellequipped office with experienced and knowledgeable staff. Guaranteed $75/hour minimum. Please contact Wendy at 604 871-1535
or firstcaremedicalcentre@yahoo.com.
GP—NELSON
Permanent position available in pleasant and
modern walk-in/family practice clinic with
potential partnership. Flexible hours up to 35
per week. Excellent billing record. The highly
cultural city of Nelson is close to world-class
skiing, mountain biking, and countless outdoor
activities. Call 250 825-2235, or e-mail
dhca@netidea.com.
GPs/SPECIALISTS—LOWER MAINLAND
Considering a change of practice style or location, or considering selling your practice?
Group of five established locations within Surrey and Delta with opportunities for family,
walk-in, or specialist physicians. Full-time,
part-time, or locum doctors are guaranteed to
be busy. We provide all the administrative and
operational support. Enquiries to Paul Foster,
604 572-4558 (ext. 20), or e-mail pfoster@
denninghealth.ca.
Continued on page 532
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