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Source: Khwaja SM, et al. Comparison of ibuprofen, cyclobenzaprine 
or both in patients with acute cervical strain: A randomized  

controlled trial. CJEM 2010;12:39-44.

THE THEORY BEHIND ADDING A MUSCLE RELAXANT TO A NONSTEROIDAL 
anti-inflammatory drug (NSAID) in acute muscle strain goes 

like this: When muscles (for instance, neck muscles in a whiplash 
injury) are strained, they reflexly go into spasm, which causes more 
pain. This sets up a positive feedback loop (or, in layman’s terms, a 
vicious circle). The NSAID reduces the pain, and the muscle relaxant 
reduces the spasm, so the sum should be greater than the parts. Or 
so goes the theory. A Cochrane review of the use of cyclobenzaprine 
(CBP) for myofascial pain concluded that there was insufficient evi-
dence to support its use.1 A trial of CBP plus ibuprofen (IBU) vs CBP 
alone did not show a difference when treating adults with neck or 
back pain plus spasm.2 A meta-analysis of CBP for back pain found it 
to be modestly effective, but had greater adverse effects.3 

These researchers from Stony Brook University randomized 61 
adult patients who presented to their suburban emergency depart-
ment with neck pain within 24 hours of a fall or a motor vehicle 
collision to one of three treatment groups (see Table, page 50). All 
medications were to be taken by mouth three times daily for 7 days 
or until pain was relieved. All patients received an initial dose of 
IBU 800 mg. They excluded pregnant women and patients who  
had a contraindication to the study drugs or who could not tolerate 
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them. Patients and their physicians were blind to group 
assignment.

In addition to the usual demographic data, the patients 
kept a daily log of pain (measured on a 100-mm visual 
analog scale) and use of acetaminophen (APAP) and ice 
packs for rescue. They also recorded any adverse side ef-
fects, such as nausea, vomiting, or dizziness, and when 
they were able to resume their normal daily activities. 

The three groups were similar. The patients’ average 
age was 34 years. They were predominantly women (58%) 
and white (72%). Initially, the average pain score was 52.8 
mm. All 3 groups got better over time, and there was a trend 
for Group 3 to have a greater average reduction in pain, 
but this did not reach statistical signifi cance. There were 
nonsignifi cant trends for the IBU groups to use less APAP 
and to resume their normal daily activities sooner; 70% in 
Group 1, 38% in Group 2, and 65% in Group 3 returned to 
normal activities after one day. There was a trend (again, 
not statistically signifi cant) for the groups receiving CBP 
to have more adverse drug effects.
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In this small study, only pain reduction reached statisti-
cal signifi cance. Perhaps the study was underpowered and 
had the investigators enrolled more subjects, their fi ndings 
would have reached statistical signifi cance. It’s diffi cult to 
say since there were no power calculations. That there were 
more adverse side effects is not surprising, since CBP is 
structurally similar to the tricyclic antidepressants and has 
strong anticholinergic properties. It should be used with 

caution in people who are elderly or who might be harmed 
by its sedative effects. The current study did not show a 
benefi t for adding CBP to IBU, nor did it conclusively 
show more adverse events. There was, however, the added 
expense of drug purchase. “First, do no harm” tips the bal-
ance in favor of withholding its use in this circumstance.  �
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Source: Williams CM, et al. Low back pain and best practice 
care: A survey of general practice physicians. Arch Intern Med 
2010;170:271-277.

LOW BACK PAIN (LBP) IS ONE OF THE MOST COMMON REASONS 
for a visit to the general practitioner (GP) or prima-

ry care physician in the United States. At any one time, 
about 15% of adults have LBP. Most episodes of LBP im-

Table. Treatment groups
Group 1 = IBU 800 mg + placebo 

Group 2 = CBP 5 mg + placebo 

Group 3 = IBU 800 mg + CBP 5 mg

Key: IBU = ibuprofen; CBP = cyclobenzaprine
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prove after a couple of weeks and most individuals will 
return to work within 1 week, with 90% returning within 
2 months. Initial imaging is usually not recommended. 
However, with increasing duration of pain and disability, 
the outcome gets worse. After 6 months sick leave, fewer 
than 50% will return to work, and after 2 years of absence, 
there is little chance of returning to work at all.1 Of those 
improved, many patients have a recurrent course. It is vital 
that evidence-based practice guidelines be available and 
properly utilized by GPs and other primary care physi-
cians since they are the first to be called upon in a majority 
of such instances. 

Williams et al evaluated the usual care provided by GPs 
in Australia for patients presenting with LBP. Australia has 
a government-funded medical insurance scheme that cov-
ers most direct costs of GP visits who in turn act as gate-
keepers. Therefore, the effect of insurance is eliminated. 
They analyzed 3533 patient visits to Australian GPs dur-
ing the 3 years before and the 3 years after the publica-
tion of a clinical practice guideline for the treatment of 
LBP. The authors found that the introduction of a local, 
evidence-based clinical practice guideline had no effect 
on physician treatment of LBP as measured by the fre-
quency of patient counseling, prescription of analgesics, 
and use of imaging. For example, GPs recommended 
NSAIDs or opioids in preference to the safer and equal-
ly effective acetaminophen, and when acetaminophen 
was recommended, the dose was typically suboptimal. 
Contrary to the recommendations, more patients were 
referred for imaging (which is not routinely recom-
mended) than those who received advice. The authors 
concluded that passive release of treatment guidelines 
and brief workshops are insufficient to change clinical 
practice. They concluded that additional strategies seem 
necessary to educate GPs about the use of the guidelines 
and how to provide guideline-based care.

����������	

Could it be that simple — just disseminate infor-

mation more widely? If so, why hasn’t it been done? 
Similar data on the lack of adherence to LBP manage-
ment guidelines exist for other nations and should be of 
significant concern since the problem is common and 
we know that adherence to such guidelines improves 
quality of care and contains costs. In fact, the results 
of this study are remarkably similar to those of a study 
analyzing a U.S. national health survey.2 There was a 
minimum impact of the Agency for Health Research 
and Quality’s (AHRQ) clinical practice guidelines on 
the management of acute LBP in primary care settings. 
While the use of acetaminophen increased, so did the 
use of NSAIDs and referrals for radiographs. 

I don’t think the answer is so simple. While all stake-
holders can be faulted (payment structure, patients, 

pharmaceutical industry, professional organizations, 
medical education), according to researchers, the ma-
jority of the responsibility still remains with the phy-
sician.3 It is unfortunate that often there are as many 
guidelines on a topic as there are professional medical 
societies and most of them find creative ways to state 
the same facts. I hope that as we progress toward com-
parative effectiveness research, there is a concerted ef-
fort to reduce the redundancy in the medical field in this 
area as well. This should start by the development of 
a unified guideline and recommendation system, which 
would then become the standard of care for some of 
the most common medical conditions. So, when a pa-
tient visits a primary care practice for a common medi-
cal condition (headaches, LBP, hypertension, diabetes, 
URI, sinusitis, asthma, etc.), the condition should dictate 
the management, not the type of physician (DO or MD; 
family or internal medicine). This would eventually not 
only improve the quality of care and contain costs, but also 
reduce the practice of defensive medicine. However, this 
would require both primary care physicians and subspe-
cialists to develop consensus, and not issue their separate 
guidelines as if they were treating a different set of human 
beings.  �
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Source: Arnlov J, et al. Impact of body mass index and the 
metabolic syndrome on the risk of cardiovascular disease and 
death in middle-aged men. Circulation 2010;121:230-236.

ONE OF THE MAIN REASONS BEHIND THE MAJOR IMPACT OF 
obesity on the development of cardiovascular disease 

(CVD) is that it is often accompanied by the metabolic 
syndrome (MetS), a cluster of comorbid illnesses includ-
ing dyslipidemia, hyperglycemia, and hypertension.1-5 
MetS is a strong predictor of future CVD and death and 
it should be noted that the increase in risk occurs even if 
only one MetS component is present.3,4 Obese individuals 
without MetS are sometimes referred to as the metaboli-
cally healthy obese because in two previous prospective 
studies the data did not appear to demonstrate an increased 
risk of CVD in this group;6,7 however, it is well known that 
an increased CV risk is present even in normal weight in-
dividuals if they are afflicted with MetS.4,6-8 

Arnlov and colleagues questioned reports suggesting 
that overweight/obesity without MetS was not associated 
with a higher CV risk and they therefore decided to inves-
tigate the risk of CVD and death in middle-aged men and 
the associations with various combinations of body mass 
index (BMI) and MetS. Cardiovascular risk factors were 
assessed in 1758 participants without diabetes. During a 
median follow-up period of 30 years, 788 participants died 
and 681 others developed CVD (i.e., a composite of CV 
death or hospitalization for myocardial infarction, stroke, 
and/or heart failure). Participants with MetS had increased 
risk for CV events and total deaths regardless of BMI status 
during the more than 30 years of follow-up and overweight 
and obese individuals without MetS also had an increased 
risk. The data in essence refuted the notion that overweight 
and obesity without MetS are benign conditions.
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It has been suggested that the differentiation of medi-
cally healthy obese (MHO) from metabolically impaired 
obese (i.e., MetS) individuals is important in determin-
ing therapeutic medical decision-making9 and, in fact, 
some investigators have even suggested that weight loss 
in MHO patients could be potentially harmful.10 However, 
because the data in the Arnlov study clearly demonstrate 
that overweight and obese individuals are at higher car-
diovascular risk regardless of their metabolic status, the 
potential benefits of labeling overweight or obese patients 
as MHO in clinical practice appears to be of limited or no 
value. The finding that men with MetS are at higher risk 
for cardiovascular events regardless of their BMI status 
compared with normal-weight men without MetS and/or 
insulin resistance is in accordance with previously pub-
lished longitudinal community-based data.4,6,7

In summary, the present study data did not support the 
suggestion that cardiovascular risk is low in the healthy 

obese phenotype (i.e., defined as the absence of the MetS 
and/or insulin resistance) and, therefore, there seems to be 
little question that all overweight and obese individuals are 
at increased cardiovascular risk and that weight reduction 
is desirable for all of these patients whether or not they 
have an associated MetS.  �
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A ONCE-DAILY CONTROLLED-RELEASE FORMULATION OF HY-
dromorphone has been approved by the FDA. The 

product uses an osmotically controlled oral delivery sys-
tem developed by Alza Corporation. It is marketed by Neu-
romed Pharmaceuticals as Exalgo™.

Indications
Controlled-release hydromorphone is indicated for the 

management of moderate-to-severe pain in opioid-tolerant 
patients requiring continuous, around-the-clock opioid an-
algesia for an extended period of time.1 Opioid tolerance 
is defined as those patients taking daily doses of at least 60 
mg of morphine, 30 mg of oxycodone, 8 mg of hydromor-
phone, 25 mg of oral oxymorphone, or 25 �g of transder-
mal fentanyl per hour.1

Dosage
The dose ranges from 8 mg to 64 mg once daily. 

The dose should be reduced in patients with moderate- 
to-severe hepatic dysfunction or moderate renal dys- 
function. It may be taken without regards to meals. The 
tablet should not be broken, crushed, chewed, or its  
content dissolved. This could lead to the absorption  
of a potentially fatal dose. If a decision should be made 
to discontinue the drug, the dose should be reduced by 
25%-30% every 2-3 days down to a dose of 8 mg before 
discontinuation.1  

The drug is available as 8 mg, 12 mg, and 16 mg  
tablets.

Potential Advantages
The controlled-release formulation reduces the fluctua-

tion between peak and trough concentrations associated 
with the immediate-release tablet and allows it to be dosed 
once-daily.1 The bioavailability of once-daily dosing of 
the controlled-release formulation is comparable to the 
immediate-release formulation taken 4 times daily.1 The 
extended-release formulation may have a lower abuse po-
tential than an immediate-release formulation.2

Potential Disadvantages
It takes 3-4 days for steady-state plasma concentrations 

to be reached.1 The extended-release formulation should 
be avoided in patients with narrowing or obstruction of the 
gastrointestinal tract or motility abnormality. The formula-
tion also contains sodium metabisulfite that may cause an 
allergic-type reaction in susceptible individuals. Results 
from in vivo data suggest that alcohol increases the peak 

concentration of hydromorphone (mean, 10%-31%), but 
not the extent of absorption. The use of alcohol should be 
avoided with hydromorphone.

Comments
Hydromorphone is a mu-opioid agonist that is for-

mulated as a controlled-release formulation to provide a 
convenient once-daily dosing. In a double-blind, placebo-
controlled, randomized withdrawal study in opioid-toler-
ant patients with moderate-to-severe low back pain, con-
trolled-release hydromorphone was superior to placebo in 
providing analgesia.1 In a randomized, open-label, non-
inferiority analysis (n = 138) once-daily hydromorphone 
and twice-daily oxycodone extended-release provided 
comparable relief of pain in patients with chronic, mod-
erate-to-severe osteoarthritis pain.3 The mean daily dose 
(SD) of hydromorphone at 6 weeks was 15.8 mg (10.5 mg) 
vs 24.0 mg (11.7 mg) for oxycodone. There was no sta-
tistical difference in adverse events; however, somnolence 
was numerically higher with hydromorphone (25.4% vs 
17.9%) and dizziness higher with oxycodone (22.4% vs 
14.1%). The altered rate of absorption may lower the 
abuse potential by delaying the penetration of hydromor-
phone into the central nervous system.2

Clinical Implications
Hydromorphone has been used as an analgesic since 

1994. A controlled-release formulation provides continu-
ous delivery of drug over 24 hours. Many patients may 
prefer long-acting compared to short-acting opioids.4 A 
previously approved extended-release capsule (Palla-
done™) was voluntarily withdrawn from the market af-
ter an FDA advisory warned of overdose potential when 
taken with alcohol. Hydromorphone HCl extended-release 
tablets offers a new extended-release opioid analgesic for 
chronic pain patients.  �
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Upon completion of this educational activity,  
participants should be able to:
• describe new findings in the differential  

diagnosis and treatment of various diseases;
• describe the advantages, disadvantages and  

controversies surrounding the latest advances  
in the diagnosis and treatment of disease;

• identify cost-effective treatment regimens;
• explain the advantages and disadvantages    

of new disease screening procedures.
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Source: ProMED-mail post, Feb. 5, 2010; Available at: www.
promedmail.org.

HAITI IS ONE OF THE POORER COUNTRIES IN THE WORLD, WITH 
the highest per-capita rate of tuberculosis (TB) in 

Latin America and the Caribbean. According to the WHO 
2009 Global TB Control Report, 29,333 new cases of tu-
berculosis were diagnosed in Haiti in 2007 (approximate 
incidence, 300 cases/100,000 population). Of these, 53% 
were sputum smear positive, and 1.8% were multidrug re-
sistant. An estimated 6814 people died from TB in Haiti in 
2007 alone. 

Since 1998, the Ministry of Health stepped up TB con-
trol efforts in the country, increasing detection efforts and 
initiating a directly observed therapy (DOT) program. At-
tempts at DOT have varied from region to region, but it 

� ,�0
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14. All of the following statements about the use of ibuprofen 

and cyclobenzaprine for acute cervical strain are true,  
except:
a. There was a trend for groups receiving cyclobenzaprine  

to have more adverse side effects.
b. There was a trend for groups receiving both ibuprofen  

and cyclobenzaprine to have a greater reduction in pain.
c. Groups using cyclobenzaprine resumed their usual daily 

activities earlier than groups using ibuprofen.
d. All combinations of ibuprofen, cyclobenzaprine, or  

placebo resulted in pain relief over time.

15. After the introduction of a local, evidence-based clinical 
practice guideline in Australia, general practitioner  
management of low back pain changed in what way? 
a. Management did not change.
b. Quality of care improved.
c. Costs were reduced.
d. Use of imaging decreased.

Answers: 14. c, 15. a. 

was used for as many as 91% of cases in 2006, although 
that number declined somewhat to 70% in 2007. The situ-
ation is compounded by the high rate of HIV and TB co-
infection, which occurs in as many as 30% of TB cases in 
some areas.  

The recent earthquake not only demolished buildings 
and infrastructure in Haiti, but also has devastated TB 
control efforts. The only TB hospital/sanitorium in the 
country, which housed several hundred of the sickest pa-
tients, was critically damaged, and The New York Times 
reports that patients have fled and are now living in tent 
cities, where TB transmission seems likely. “Hundreds” 
still report daily to pick up their medications, but the ef-
forts of trained personnel have been diverted, or they have 
died as a result of the quake. The obvious concern is the 
potential for increasing drug resistance and widespread in-
fection.  �
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Source: Ladenson PW, et al. Use of the 
thyroid hormone analogue eprotirome in 
statin-treated dyslipidemia. N Engl J Med 
2010;362:906-916.

THE ROLE OF STATINS IN TREATMENT OF 
dyslipidemia is well established. 

There are, however, limitations of statins: 
Residual risk is substantial, not all per-
sons can tolerate statins, and, even with 
full-dose statin treatment, some patients 
do not achieve lipid goals. 

The role of the thyroid in lipid me-
tabolism has long been a matter of scien-
tific interest. It is recommended that pa-
tients with dyslipidemia undergo thyroid 
function testing since hypothyroidism, 
although only present in a small percent-
age of dyslipidemic patients, is readily 
correctable and offers meaningful lipid 
improvements. Enhancement of thyroid 
activity has favorable lipid effects. As 
far back as the 1960s, investigators were 
curious enough about thyroid hormone 
and vascular disease to enroll men in 
the Coronary Drug Project (1965) and 
randomize them to d-thyroxine, which 
was felt at the time (mistakenly) to have 
essentially no effect on sympathetic ner-
vous system sensitivity, but favorable ef-
fects on lipids.

Eprotirome (EPR) is an analogue of 
thyroid hormone which has preferential 
affinity for thyroid receptors that modu-
late lipid lowering, as compared to car-
diac receptors. A randomized placebo-
controlled, double-blind study was done 
among patients on an NCEP step 1 diet 
and a statin (simvastatin or atorvastatin). 
Patients (n = 329) received statin plus ei-
ther EPR or placebo for 12 weeks.

At the end of the trial, very favor-
able lipid effects were reported with 
the addition of EPR to a statin: a 22%-
32% reduction in LDL, a 6- to 9-fold 
increase in patients achieving an LDL 
< 100 mg/dL, as well as favorable ef-
fects on triglycerides and apoB (all 

dose-dependent). A small reduction in 
HDL was seen. There was no change in 
heart rate or BP. Selective activation of 
thyroid receptors may one day provide  
an additional path for successful lipid 
modulation.  �
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Source: Patel MR, et al. Low diagnostic 
yield of elective coronary angiography.  
N Engl J Med 2010;362:886-895.

CURRENT RECOMMENDATIONS SUGGEST 
that in stable persons under consid-

eration for CAD evaluation, low-risk in-
dividuals be observed, high-risk patients 
be triaged to coronary angiography, 
and intermediate-risk persons be fur-
ther stratified by means of non-invasive 
testing. Such guidance is structured to 
minimize unnecessary invasive investi-
gations in low-risk individuals, and to 
identify — in the group of intermediate 
risk — those who merit follow-up with 
angiography. 

The American College of Cardiology 
National Cardiovascular Data Registry 
provided information on patients without 
known CAD (n = 398,978) who received 
coronary angiography (electively) at hos-
pitals in the United States during a 4-year 
interval commencing January, 2004. 

Obstructive CAD was defined as at 
least 50% stenosis of the left main coro-
nary artery (or greater degrees of steno-
sis of epicardial vessels). Catheterization 
determined that slightly more than one-
third of patients had obstructive CAD. 
In addition to the disappointingly low 
percentage of individuals identified with 
CAD on angiography, this study also 
provided insights about the concordance 
of risk and use of non-invasive testing 
(i.e., stress testing). When non-invasive 
testing had preceded angiography, sub-
jects’ baseline risk category was at odds 
with the current recommendations focus-
ing upon refinement of risk in persons at 

intermediate Framingham scores, in that 
those with high Framingham risk scores 
were disproportionately represented. 
The authors suggest that the diagnostic 
yield based upon current practice needs 
improvement.  � 
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Source: Sattar N, et al. Statins and risk of 
incident diabetes. Lancet 2010;375:
735-742.

THERE IS LITTLE DISPUTE REGARDING THE 
beneficial reduction in CV events 

seen with statin treatment of dyslipid-
emic patients. At the same time, how-
ever, conflicting evidence has suggested 
that statin treatment might be associ-
ated with an increased risk of new-onset  
diabetes. 

Sattar et al performed a meta-analysis 
of data from large statin clinical trials (n 
= 13), totalling almost 100,000 patients. 
During a mean follow-up of 4 years, 9% 
more individuals developed new diabe-
tes on a statin than patients not treated 
with a statin. Since CV risk reduction 
was still favorably influenced by statin 
treatment, this small increased incidence 
of diabetes was either not sufficient to 
offset other beneficial vascular effects, 
or, once diabetes developed, statin pro-
tection was already on board, or perhaps 
both factors were influential. 

You may recall that in hypertension 
treatment trials, a similar problem has 
been identified. Chlorthalidone (ALL-
HAT) had a significantly greater risk for 
incidence of new diabetes than compara-
tors, yet this adverse effect did not seem 
to adversely affect CV event rates.

The mechanism by which statins in-
crease risk for diabetes is obscure. This 
data analysis calculated that 255 sub-
jects would have to be treated with a statin 
for 4 years to incur 1 additional new case of 
diabetes. Fortunately, if the small increase is 
real, it is strongly counterbalanced by well-
documented reductions in CV events.  �
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In Future Issues: Effects of Dairy Compared with Soy  
on Oxidative and Inflammatory Stress
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Scenario 
The ECG shown above was obtained from a 54-year-

old woman with shortness of breath. What pulmonary 
findings on ECG might explain her symptoms?

Interpretation 
The lead II rhythm strip seen at the bottom of this 12-

lead tracing reveals an underlying sinus rhythm with ir-
regularity. Close inspection shows frequent variation in P 
wave morphology. We interpret this rhythm as sinus with 
frequent premature atrial contractions. Given the clinical 
suspicion for pulmonary disease, we view this arrhyth-
mia as part of a spectrum with multifocal atrial tachy-
cardia (MAT) at its extreme. The heart rate here is not 
fast enough to qualify as tachycardia — but the cause, 
treatment, and clinical implications of the rhythm for this 
patient are the same as if the rhythm were MAT. Other 
findings consistent with pulmonary disease on this trac-
ing include: 1) right axis deviation (RAD); 2) tall, peaked 
P waves of several different forms in the lead II rhythm 

strip, suggestive of right atrial abnormality; 3) a tall 
R>S wave in lead V

1
; 4) persistent precordial S waves; 

5) relatively low voltage diffusely; 6) T wave inversion 
across much of the precordium consistent with right ven-
tricular “strain.” Taken together, the above findings in an 
adult with dyspnea suggest right ventricular hypertrophy 
(RVH) with a right ventricular “strain” pattern. Entities 
to consider include chronic pulmonary disease (emphy-
sema, long-standing asthma) and primary pulmonary 
hypertension (which is most commonly seen in women 
the age of this patient). Rapid development of the above 
ECG picture would suggest acute pulmonary embolism. 
Admittedly, diffuse precordial T wave inversion as seen 
here could reflect an ischemic process — but the com-
bination of findings described above is much more sug-
gestive of a pulmonary diagnosis. This degree of RAD, 
the predominant R>S wave in lead V

1
, the presence of 

RV “strain,” and the arrhythmia shown above all strongly 
suggest marked severity of whatever the underlying pul-
monary disorder turns out to be.  �
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   8. Men's Health

   9. Women's Health

 10. Pediatrics
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A B C
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12.  What other topics would you like to see discussed in Internal Medicine Alert?

13.  Are the articles in IMA written about issues of importance and concern to you?

A. always B. most of the time C. some of the time D. rarely E. never

14  Are the articles in Internal Medicine Alert

A. Too short B. Too long C. About right

15.  What type of information not currently provided in Internal Medicine Alert would you like to see added?

A. excellent B. good C. fair D. poor
16.  quality of newsletter

17.  article selections

18.  timeliness

19.  quality of commentary

A B C D
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A B C D

A B C D
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20.  clearness of abstracts A B C D

21.  overall value A B C D

22. customer service A B C D

 11. Preventive Medicine A B C
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E. Other________________________________________
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A. travel to live conferences B. subscription-based newsletters/journals C. outside-sponsored teleconferences

D. Internet-based activities E. Other (please specify)________________________________________
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In this issue: FDA is reviewing safety of TZDs;
SSRI use with tamoxifen; Metformin smells like
fish; FDA Actions.

FDA reviews TZD safety
Thiazolidinediones (TZDs) have been under

intense scrutiny in recent years after rosiglita-
zone (Avandia®) was linked to increased cardio-
vascular morbidity and mortality in several
studies. In recent weeks, The New York Times has
reported that some FDA staffers are recom-
mending that rosiglitazone be removed from the
market. According to the story in the Times, a
“confidential government report” states that
about 500 heart attacks and 300 cases of heart
failure per month could be averted if patients
were switched from rosiglitazone to pioglita-
zone (Actos®).  Congress has even gotten
involved, specifically the Senate’s Committee on
Finance, which in January issued a 350-page
report on rosiglitazone, focusing on
GlaxoSmithKline’s handling of evidence of pos-
sible cardiac risks associated with use of the
drug. Now the American Heart Association and
the American College of Cardiology have
weighed in on the issue suggesting there is
insufficient evidence to support the use of
pioglitazone over rosiglitazone and that both
drugs increase the risk for heart failure and
should not be initiated in patients with class
III/IV heart failure. They further state that the
drugs should not be used with an expectation of
benefit with respect to ischemic heart disease
events (Circulation, published on-line Feb. 23,
2010). Meanwhile, the FDA web site reports that
the Agency is reviewing data on rosiglitazone

and is planning a public meeting in July 2010 to
present all known heart-related safety data on
the drug and provide an updated assessment of
the risks and benefits of rosiglitazone and the
treatment of type 2 diabetes.  ■

SSRI use with tamoxifen 
The SSRI paroxetine (Paxil®) reduces the effect

of tamoxifen in women with breast cancer lead-
ing to higher breast cancer mortality according to
a new study in the British Medical Journal.
Concern about SSRIs interfering with the metabo-
lism of tamoxifen was raised last June at the
American Society of Clinical Oncology meeting.
Tamoxifen is converted from its prodrug to the
active metabolite via the cytochrome P450 path-
way, specifically CYP2D6. Paroxetine is an excep-
tionally strong inhibitor of CYP2D6, the strongest
inhibitor of all the SSRIs. In the study, Canadian
researchers looked at more than 2400 women
from Ontario treated with tamoxifen for breast
cancer along with a single SSRI. After adjustment
for confounders, absolute increases of 25%, 50%,
and 75% in the proportion of time on tamoxifen
with overlapping use of paroxetine were associ-
ated with 24%, 54%, and 91% increases in the risk
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of death from breast cancer, respectively (P <
0.05, for each comparison). No such risk was seen
with any other antidepressant. The authors con-
clude that paroxetine use during tamoxifen treat-
ments is associated with an increased risk of
death from breast cancer, supporting the hypoth-
esis that paroxetine can reduce or abolish the ben-
efit of tamoxifen in women with breast cancer
(BMJ 2010;340:c693). The study is important
because up to one-quarter of women diagnosed
with breast cancer experience a depressive disor-
der, and antidepressants are commonly used dur-
ing tamoxifen treatment for not only depression,
but also for treatment of hot flashes and other
symptoms. It is evident that paroxetine should
never be prescribed to women taking tamoxifen
for treatment of breast cancer and that preference
should be given to antidepressants that show lit-
tle or no inhibition of CYP2D6. Among the SSRIs,
the strongest inhibitors of CYP2D6 besides parox-
etine are fluoxetine (Prozac®), duloxetine
(Cymbalta®), and to a lesser extent sertraline
(Zoloft®). Among non-SSRI antidepressants,
bupropion (Wellbutrin®) also is a strong CYP2D6
inhibitor. Drugs that are not inhibitors of the
enzyme include citalopram (Celexa®) and ven-
lafaxine (Effexor®).  ■

Generic metformin smells fishy?
If your patients tell you their pills smell like

fish, they may be taking generic metformin. A let-
ter to the Annals of Internal Medicine describes two
patients who stopped taking generic metformin
because of a fishy taste that caused nausea. The
fishy smell is a property of metformin and is well
known to pharmacists. Apparently the film-
coated extended-release formulations have less
smell and may be better tolerated (Ann Intern
Med 2010;152:267-268).  ■

FDA actions
A new FDA warning states that long-acting

beta agonists (LABAs) should never be used
alone in the treatment of asthma in children or
adults. The LABAs salmeterol (Serevent®) and
formoterol (Foradil®) have been associated with
severe worsening of symptoms when used with-
out a controller medication such as an inhaled
corticosteroid. Both products will be required to
include warnings on the product label that states:

• Use of LABAs is contraindicated without the
use of an asthma controller medication;

• LABAs should only be used long term in
patients whose asthma cannot be adequately 

controlled on asthma controller medications;
• LABAs should be used for the shortest dura-

tion of time required to achieve control, and
should be discontinued once asthma control is
achieved;

• Pediatric and adolescent patients who
require an LABA in addition to an inhaled corti-
costeroid should use a combination product con-
taining both an inhaled steroid and a LABA to
ensure compliance with both medications.

The FDA has approved rosuvastatin (Crestor®®)
for primary prevention in patients without ele-
vated LDL-cholesterol but who have an elevated
C-reactive protein (2 mg/L or higher) and at least
one additional cardiovascular risk factors such as
low HDL, hypertension, or family history of pre-
mature heart disease. The approval was based on
the JUPITER trial, which showed a 44% reduced
relative risk of cardiovascular events in patients
with normal LDL cholesterol but elevated CRP.

The FDA has approved a new pneumococcal
vaccine for infants and children. Wyeth
Pharmaceuticals’ Prevnar 13™™ is a 13-valent con-
jugate vaccine that will replace the currently
available 7-valent Prevnar®. It is approved for the
prevention of invasive disease caused by 13 dif-
ferent serotypes of S. pneumoniae.

The FDA has approved the monoclonal anti-
body rituximab (Rituxan®®) to treat certain
patients with chronic lymphocytic leukemia
(CLL). Rituximab is approved for CLL patients
who are starting chemotherapy for the first time
and also for those who have not responded to
other CLL therapies. It is administered with flu-
darabine and cyclophosphamide for the treatment
of CLL. Rituximab is manufactured by Genentech.

The FDA is initiating a risk-management pro-
gram for erythropoiesis-stimulating agents
(ESAs) for the treatment of chemotherapy-
related anemia. The drugs, which include epo-
etin alfa (Procrit®, Epogen®) and darbepoetin alfa
(Aranesp®), have been associated with acceler-
ated tumor growth and higher mortality rates in
some cancer patients. The Risk Evaluation and
Medication Strategy (REMS) requires that
patients receive a medication guide on safety
issues associated with the drugs and requires
training and certification of health care profes-
sionals who administer chemotherapy to
patients with cancer and counseling of patient
regarding the risks of the drugs. The REMS does
not currently apply to patients being treated
with an ESA for anemia due to other conditions,
specifically renal failure.  ■
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