
life expectancy. “There is a general denial of
death, denial of frailty,” said Dr. O’Malley.
“It is a noxious topic.”

Talking to the patient
The ADA/AGS framework offered an

entry to this difficult conversation and
some specific criteria on which to base eld-
erly patients’ glycemic goals.

According to the consensus paper,
healthy patients (those with few or no
comorbidities and intact cognitive and
functional status) should have an HbA1c
goal below 7.5%. Intermediate patients
(multiple comorbidities, 2 or more
impairments in activities of daily living
[ADLs], or mild to moderate cognitive
impairment) should aim for under 8%.
And finally, patients in long-term care or
those with end-stage illness, moderate to
severe cognitive impairment, or 2 or more
ADL dependencies should have a goal
below 8.5%.

The categories sound fairly definitive,
but by calling their advice “a framework for
considering treatment goals,” the experts
made it clear that even they are not
absolutely certain of the optimal treatment
course.

“There is not yet a clearly defined target
for glucose control that you set a group of
experts down around the table and they’ll
say, ‘Oh, for this patient, it should absolute-
ly be under 6.5% or under 7.5%.’ There’s
going to be debate,” said Jeffrey B. Halter,
MD, professor of internal medicine, direc-
tor of the Geriatrics Center at the University
of Michigan in Ann Arbor, and an author of
the consensus paper.

“Therefore, this is an area where
involving the patient and family is impor-
tant to do,” he continued. However,
patients vary in both their interest and abil-
ity to participate in shared decision making
about treatment goals, Dr. O’Malley noted.
“In the elderly, there’s a much higher preva-
lence of cognitive impairment, so it’s even
more challenging,” he said.

Cognitively impaired patients will
often come in with a caregiver, though, who

can be engaged in the decision making, Dr.
Halter said, offering an example of his con-
versational strategy: “I often say, ‘Do you
understand what hemoglobin A1c is? What
do you think is the right target?’ I get all
sorts of answers to that one. I say, ‘There’s
national discussions and guidelines, and
here’s what some of the options are.’”

He offers his analysis of where the
patient fits in the ADA/AGS framework and
then solicits the patient’s and/or caregiver’s
perspective on the choices. “Sometimes
they just say, ‘Doc, what do you think I
should do?’” Dr. Halter said, but the major-
ity will have some opinion.

Other factors to consider
Even if the decision is left to the physi-

cian, he or she should solicit some other
information in conversation and use it in
choosing a goal and treatment, according
to Dr. Ismail-Beigi. “I need to know how
much support they have at home. Do they
live alone or have a wife or a husband who
is healthy or bedridden?” he said. “Can they

treat hypoglycemia if they get it? And can
they afford [their medication]?”

If a treatment regimen doesn’t work
with a patient’s lifestyle, it’s better to know
that up front. “I say to the patient, ‘What
can you do? What are you willing to do?’”
said Dr. Ismail-Beigi. “No sense asking them
to do things they’re not going to do.”

These psychosocial issues may actually
be more important to choosing a glycemic
goal than the medical issues, he added, not-
ing that requirements like frequent blood
glucose checks can be a significant burden.
“What’s their life going to be like? We’re
trying to improve their life,” Dr. Ismail-
Beigi said.

There are also medical issues that
didn’t make the ADA/AGS framework but
should be considered in goal setting.
Duration of diabetes is a major one. “If you
have a 70-year-old person who’s already
had diabetes for 15 years and doesn’t have
cardiovascular disease yet, it may not be
very effective to lower that person’s glu-
cose intensively. Whereas, a 70-year-old
who’s been normal until they were 69 and
a half, maybe it’s very effective to keep
their glucose levels very close to normal,”
said Dr. Halter.

Relatedly, clinicians should consider
how difficult it will be to get a patient to a
given goal. “A low A1c that can be achieved
with diet, exercise, and metformin is a good
A1c,” said Dr. Wexler.

Physicians often underutilize lifestyle
changes in the treatment of elderly
patients, Dr. O’Malley noted. “Exercise is
harder in the elderly, where there’s less
functional capability, but where there is
functional capability, we should be empha-
sizing it,” he said.

When the first-line treatments of
lifestyle changes and metformin aren’t
enough to get elderly patients to their indi-
vidualized goal, clinicians face the toughest
dilemmas of how intensively to treat.

“We need to think long and hard
before starting insulin or a sulfonylurea in
an elderly diabetic, and we need to be much
better aware of the risk of hypoglycemia,”
said Dr. O’Malley. The risk of hypoglycemia
is the major reason for the move toward less

intensive treatment in the elderly, after all.
It’s not only more common but potentially
more risky for them than younger patients,
Dr. Ismail-Beigi noted.

“When younger people get severe
hypoglycemia, it’s damaging but probably
not as significant. The younger brain prob-
ably recovers, but older people don’t seem
to recover so well,” said Dr. Ismail-Beigi.

The alternatives pose problems of their
own, however. “I personally don’t use thia-
zolidinedione drugs hardly at all. Maybe
that’s an overreaction, but benefits and risks
have been debated,” said Dr. Halter. “The
category of thiazolidinediones scares me in
this population at high risk for cardiovas-
cular disease.”

There’s also the problem that alterna-
tives to insulin are individually less effec-
tive. “How many different classes of oral
agents should one try before going to
insulin? There’s no clear answer to that
question, but I’m very sensitive to
polypharmacy issues,” said Dr. Halter. “I
definitely do not like using more than 3
classes of drugs.”

How many medications a patient is
already taking for various comorbidities
should certainly be a consideration in
selection of a glycemic target and treat-
ment, the experts said. And if a patient is
newly diagnosed with diabetes, the
process of adding medications should be
very slow.

“We start conservative and safe, and as
the person learns more and they can do bet-
ter and better, then I can tighten it a bit,”
said Dr. Ismail-Beigi. “It doesn’t bother me
greatly if their A1c is 8% for a while. Their
world won’t come to an end. But it will be
a major problem if an older person develops
severe hypoglycemia and has a heart
attack.”

Scary as that possibility sounds, the
overall message for clinicians, who have
been constantly cautioned about the risks
of hyperglycemia for the past couple
decades, is one of reassurance. “This dis-
ease is very, very slow, so everybody could
take a chill pill and slowly get people to
the target range,” Dr. Ismail-Beigi con-
cluded. A
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Antibiotic and sulfonylurea reactions linked to serious hypoglycemic events
Hypoglycemia occurred more frequently in
patients taking certain antibiotics while on
sulfonylureas, a study found.

Researchers conducted a retrospective
cohort study of Texas Medicare claims from
2006 to 2009 for patients 66 years or older
who were prescribed glipizide or glyburide
and who also filled a prescription for 1 of
the 16 antimicrobials most commonly pre-
scribed for this population. They then com-
pared rates of hypoglycemic events in the
14 days after filling the antimicrobial pre-
scriptions. Results appeared online in JAMA
Internal Medicine on Sept. 1.

Compared to those taking antibiotics not
expecting to interact with sulfonylureas,
patients taking clarithromycin had a much
higher rate of hypoglycemia (odds ratio
[OR], 3.96; 95% CI, 2.42 to 6.49), as did those
on levofloxacin (OR, 2.60; 95% CI, 2.18 to
3.10), sulfamethoxazole-trimethoprim (OR,
2.56; 95% CI, 2.12 to 3.10), metronidazole

(OR, 2.11; 95% CI, 1.28 to 3.47), and
ciprofloxacin (OR, 1.62; 95% CI, 1.33 to 1.97).
Antibiotics not expected to interact with
sulfonylureas (and used as the reference
standard) included amoxicillin, azithro -
mycin, cefdinir, cefuroxime, cephalexin, 
clindamycin, doxycycline, nitrofurantoin,
and penicillin V. 

The number needed to harm ranged from
71 for clarithromycin to 334 for ciprofloxacin.
More than a third (39.8%) of the antimicro-
bial/sulfonylurea hypoglycemic events
required hospitalization and the rest were
treated and released from the emergency
department. Nine patients on the interact-
ing drugs died during hospitalization for
hypoglycemia, compared to 3 on the nonin-
teracting antimicrobials (P=0.02).

The researchers noted that interactions
with some drugs, for example sulfamethox-
azole-trimethoprim, have been known for a
while, and yet patients on sulfonylureas are

still commonly receiving them. The study
found that, in 2009, 28.3% of the patients
prescribed a sulfonylurea received 1 of the 5
problematic antimicrobials, and they were
associated with 13.2% of all hypoglycemia
events in patients taking sulfonylureas. The
low cost of the drugs may motivate physi-
cians to prescribe them, but the expense of
treating hypoglycemia outweighs that cost
savings, with excess Medicare payments for
the emergency department and hospital
treatment of hypoglycemia adding $30.54
per prescription, the authors calculated.

An editorial stated that since polypharmacy
has become ubiquitous, better surveillance
for drug-drug interactions is needed, and
noted that the true costs of hypoglycemia
extend beyond immediate treatment.
“Serious hypoglycemia substantially lowers
health-related quality of life for many
patients and, therefore, shifts the balance of
benefits and harms,” the editorial said.

Answer: Merscorona, ebolazaire, and
cytomegalo

While most people focus on viruses as
pathogens, many viruses are vital to ecosys-
tems. Bacteriophages can protect plants and
animals by killing the bacteria that can
harm them. Also, viruses in the oceans are
key to decomposition, which in turn leads
to marine flora consuming about 3 gigatons

of carbon dioxide that would have other-
wise been released into the atmosphere.
And researchers are looking at viruses to
deliver therapies in many areas of medicine.
(Source: Encyclopedia of Life, accessed
online Aug. 27 at http://eol.org/info/458) A
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This digitally colorized scanning electron micrograph
depicts numerous filamentous Ebolavirus particles
(red) budding from a chronically infected VERO E6
cell (blue) under a magnification of 25,000 times.
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