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Source: Smith PC, et al. A single-question screening test for drug use in 
primary care. Arch Intern Med 2010;170:1155-1160.

ALTHOUGH SUBSTANCE ABUSE IS COMMON BOTH IN THE GENERAL POPU-
lation and in those with medical illnesses, there remains a gap 

between the gamut of addictive diseases and physicians’ ability to rec-
ognize such in a busy primary care practice.1 For instance, in one study 
it was revealed that approximately half of patients who have substance 
abuse serious enough to prompt a presentation for treatment stated 
that the physician who cared for them was unaware of their substance 
abuse problem. Most of the patients were not presenting for the first 
time for substance abuse treatment, yet they did not believe that their 
physicians were aware of their substance abuse.1 Studies also have 
demonstrated that physicians’ level of knowledge, attitudes, and skills 
concerning issues important to patients with substance abuse all play a 
role in the failure to identify and address the problems of patients with 
alcoholism and other drug abuse.2 

Knowing that primary care interventions by physicians play a sig-
nificant role in addressing this issue, an easy and convenient method to 
recognize such patients would go a long way in reducing such dispari-
ties in our communities. Even when patients are on medications such 
as opioids, studies have demonstrated that some physicians are confi-
dent that they can identify individuals who are vulnerable to problem-
atic drug behaviors; however, empirical evidence regarding these “gut 
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feelings” has shown otherwise.3 Therefore, while we all 
can appreciate the signifi cance of appropriately identify-
ing drug abuse in a primary care practice, when it comes 
to asking the right question, there is no consensus. 

In their study, Smith et al recruited 394 adult patients 
from an urban safety-net hospital-based primary care 
clinic at an academic medical center. These patients were 
asked a single screening question, “How many times 
in the past year have you used an illegal drug or used a 
prescription medication for nonmedical reasons?” A re-
sponse of at least one time was considered positive for 
drug use. Following the single drug screening question, 
the 10-item Drug Abuse Screening Test (DAST-10) was 
administered for comparison. The reference standard was 
the presence or absence of current (past year) drug use 
or a drug use disorder (abuse or dependence) as deter-
mined by a standardized diagnostic interview. Drug use 
also was determined by oral fl uid testing for common 
drugs of abuse. After a statistical analysis was conducted, 
the authors found that this single screening question was 
100% sensitive (95% confi dence interval [CI], 90.6%-
100%), and 73.5% specifi c (95% CI, 67.7%-78.6%) for 
the detection of a drug use disorder. However, it was not 
as sensitive for the detection of self-reported current drug 
use (92.9%) and drug use detected by oral fl uid testing or 
self-reports (81.8%). 

���������	
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Although drug use is prevalent in primary care, detect-
ing so commonly is not. Several common barriers exist 

and may include lack of time in a busy practice setting, 
insuffi cient training to manage a positive screen, need to 
triage competing problems, lack of treatment resources, 
unfamiliarity with screening tools, and parents unwilling 
to provide privacy in cases involving adolescents.4 There-
fore, successful screening and brief interventions often 
require a quick screen question the physician can easily 
administer. Although such a screening question may not 
be useful in every practice, being aware of it can have a 
dramatic impact on many practices, especially in those 
areas where drug or substance abuse may be identifi ed as 
an issue but is not necessarily being addressed actively. 
For example, my state of West Virginia ranks No. 1 in 
the nation for the incidence of acute hepatitis B cases per 
100,000 population.5 Injection drug use (IDU) is a ma-
jor mechanism of transmission of the disease, which is 
preventable by proper vaccination. Vaccination is recom-
mended for high-risk individuals including those with 
IDU. Therefore, the single screening question would go 
far in helping identify and vaccinate those at risk for acute 
hepatitis B, thereby bringing the rates down in the state. 

I believe that due to the sheer nature of the volume of 
responsibilities laid down for the primary care physician, 
the good old days of asking 10 or 20 questions to iden-
tify one disease process are quickly coming to an end. 
Soon, the single-question screen will become a standard 
for many illnesses and our patients will be asked several 
such pertinent questions to rule out a broad spectrum of 
disorders. Therefore, for my patients, this quick, single 
screening question will become an important tool in my 
arsenal for rapidly identifying the issue of drug abuse 
when suspected. This question will go great with another 
one I often ask to screen for depression in my patients: 
What do you do for fun?  �
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Source: Williams JE, et al. Vital exhaustion as a risk factor for 
adverse cardiac events (from the Athersclerosis Risk In Com-
munities [ARIC] Study). Am J Cardiol 2010;105:1661-1665.

VITAL EXHAUSTION, WHICH HAD BEEN DEFINED AS A STATE 
of excessive fatigue, increased irritability, and de-

moralization, has been associated with an increased in-
cidence of coronary artery disease (CAD) in many pub-
lished studies coming from Europe. However, there have 
been no population-based studies measuring the effect of 
vital exhaustion on acute coronary syndromes in the U.S. 
population. Therefore, Williams and associates decided to 
examine the predictive value of vital exhaustion for inci-
dent myocardial infarction (MI) or fatal CAD in middle-
aged men and women. 

They carefully analyzed the data from the Atheroscle-
rosis Risk In Communities (ARIC) study,1 which was 
a large population-based study of the cause and natural 
history of atherosclerosis. They attempted to determine 
whether subjects with high vital exhaustion were at in-
creased risk for incident MI and fatal CAD compared to 
their low-exhaustion counterparts. Vital exhaustion was 
assessed using the 21-item Maastricht Questionnaire.2 Par-
ticipants were 12,895 black and white men and women in 
the ARIC study who were followed for the occurrence of 
cardiac morbidity and mortality from 1990 through 2002 
with a maximum follow-up of 13 years. Persons with high 
vital exhaustion scores were found to have a significant 
increase in the number of adverse cardiac events in analy-
ses that were further adjusted for educational level, body 
mass index, LDL and HDL lipoprotein levels, systolic 
and diastolic blood pressure levels, presence or absence 
of diabetes mellitus, cigarette smoking status, and pack-
years of cigarette smoking. The authors concluded that 
persons with vital exhaustion have a higher long-term risk 
for adverse cardiac events than do those individuals with 
low vital exhaustion scores, independent of established 
biomedical risk factors. 

���������	
�

The biological mechanism that may link vital exhaus-
tion to adverse cardiac events is not well understood; 
however, it is interesting to note that it is associated with 
several metabolic, hemodynamic, and immunologic re-
sponses that are known to be important in the development 
and progression of cardiovascular disease. These abnor-
malities include abnormal lipid metabolism,3 decreased 
fibrinolysis,4,5 daytime fluctuation in fibrinolytic activity, 
and low heart rate variability.6 The findings also confirm 
the results of previous studies, which have demonstrated 
that women have higher vital exhaustion scores compared 
to men and a greater frequency of exhaustion just prior to 
a myocardial infarction,7 and finally, that there exists an 
inverse association between exhaustion scores and socio-
economic status.8 Also, higher vital exhaustion measure-
ments were obtained in African Americans compared to 
Caucasian patients. All of these associations may be sec-
ondary to increased chronic stress, which occurs more of-
ten in African Americans and in people from lower socio-
economic classes. The prospective design of the Williams 
analysis and the long-term follow-up period of 13 years 
strengthen the long-term predictive value of the ARIC 
study findings; however, one must recognize the potential 
for response biases in the self-reported data, especially 
the possible inaccuracies resulting from poor recall and/
or motivating factors. 

In summary, vital exhaustion should be avoided for 
many reasons, but none more important than the fact 
that its existence in anyone significantly increases the 
long-term risk for adverse cardiac events independent of 
whether established medical risk factors are present. En-
couraging adequate rest and avoiding chronic stress are 
important recommendations for all patients, but are even 
more important now that we have additional information 
on the effects of these negative stimuli on the incidence of 
adverse cardiac events.  �
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Source: Jakobsen, MU, et al. Intake of carbohydrates com-
pared with intake of saturated fatty acids and risk of myocar-
dial infarction: Importance of the glycemic index. Am J Clin 
Nutr 2010;91:1764-1768. 

THE AUTHORS OF THE STUDY NOTE THAT RESEARCH HAS SUG-
gested that replacing saturated fatty acids (SFAs) with 

carbohydrates is modestly associated with a higher risk of 
ischemic heart disease, whereas replacing SFAs with poly-
unsaturated fatty acids is associated with a lower risk of 
ischemic heart disease. They suggest that the effects of car-
bohydrates, however, may depend on the type consumed. 

The objective of their study was to investigate the risk 
of myocardial infarction (MI) associated with a higher en-
ergy intake from carbohydrates and a concomitant lower 
energy intake from SFAs. They also investigated the ef-
fects of carbohydrates with different glycemic index (GI) 
values. 

The design of the investigation used a prospective co-
hort of 53,644 women and men free of MI at baseline. 
During 12 years of follow-up, 1943 incident MI cases 

occurred. There was a nonsignificant inverse association 
between substitution of carbohydrates with low GI values 
for SFAs and risk of MI. In contrast there was a statisti-
cally positive association between the substitution of car-
bohydrates with high GI values for SFAs and the risk of 
MI. No effect modification by sex was observed. 

The authors concluded that replacing SFAs with  
carbohydrates with low GI values is associated with a 
lower risk of MI, whereas replacing SFAs with carbo-
hydrates with high GI values is associated with a higher 
risk of MI. 

���������	
�

The accompanying editorial, by one of the world’s ex-
perts in this field, Frank Hu,1 is a new paradigm for the 
management of lipid disorders. He notes that the attempt 
to improve lipid profiles with low-fat, low-cholesterol di-
ets promotes the use of diets that are high in complex car-
bohydrates. This “has spurred a compensatory increase 
in the consumption of refined carbohydrates and added 
sugar — a dietary shift that may be contributing to the 
current twin epidemics of obesity and diabetes.” 

The glycemic index, which measures the blood glucose 
concentration after a test load of 50 g of the reference 
carbohydrate, is a better guide to the quality of the car-
bohydrates rather than the complexity, which is based on 
chemical structure rather than its effect on blood glucose 
levels. Foods such as potatoes are complex carbohydrates 
but have a high GI. An excellent review that lists both low 
and high glycemic foods, is available on Wikipedia and is 
suitable for both patients and physicians. 

The study by Jakobsen et al is the first study of suf-
ficient size and duration to examine the effects of replac-
ing dietary fats with either high- or low-quality carbohy-
drates. As Hu notes, the study provides direct evidence 
that substituting high GI value carbohydrates for saturat-
ed fat actually increases the risk of ischemic heart disease.    

It is interesting that in 1998, Knopp et al studied the 
long-term effect of four levels of fat restriction on a to-
tal of 444 men for 1 year. They found that diets with fat 
restriction below 26% of fat in hypercholesterolemic sub-
jects and below 30% in subjects with combined hyperlip-
idemia were of little benefit in lowering serum cholesterol 
and that the more restricted diets resulted in significantly 
higher triglycerides and lower high-density lipoproteins. 
The most unfavorable effects of the low-fat and thus high-
carbohydrate diets occurred most often in the subjects 
who were the most overweight. It was also of note that, 
despite intense indoctrination, most subjects were unable 
to maintain the prescribed diets. This is not news to most 
practicing physicians. 

We seem to be slow learners. Raven and associates 
demonstrated the relationship between carbohydrate in-
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take and triglyceride elevations 40 years ago.2 More re-
cently, in an article that should be read by all physicians, 
Sacks and Campos noted, “In two controlled trials involv-
ing patients with the metabolic syndrome3 or type 2 dia-
betes,4 a reduced carbohydrate Mediterranean diet low-
ered blood pressure and improved serum lipid levels more 
than a low fat diet.”5 

It is likely that we have more to learn about saturated 
fats. A Swedish study published in the July issue of the 
American Journal of Clinical Nutrition found a decreased 
incidence of MI in women with high intakes of saturated 
dairy fats.6 

In summary, the Jakobsen et al study plus the analysis 
by Hu provides evidence that suggests the combination of 
substitutions of low GI carbohydrates and polyunsaturated 
and monounsaturated fatty acids for saturated fats pro-
vides a more flexible, as well as a more effective, approach 
to lowering the incidence of ischemic heart disease.  �
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THE FDA HAS APPROVED A NEW THREE-DRUG ANTIHYPER-
tensive pill, combining an angiotensin II receptor an-

tagonist (olmesartan [OLM]), a calcium channel blocker 
(amlodipine [AML]), and a thiazide diuretic (hydrochlo-
rothiazide [HCTZ]). The new combination is marketed by 
Daiichi Sankyo as Tribenzor™. 

Indications 
OLM/AML/HCTZ is indicated for the treatment of hy-

pertension in patients who are not adequately controlled 
on any two drugs in the combination. It is not indicated 
for initial therapy.1 

Dosage
The tablet is taken once daily. It may be taken without 

regard to meals. The initial dose will depend on the current 
dosage of antihypertensives. The dose may be increased 
every 2 weeks up to a maximum dose of 40/10/25 mg. 

OLM/AML/HCTZ is available as 20/5/12.5 mg, 
40/5/12.5 mg, 40/5/25 mg, 40/10/12.5 mg, and 40/10/25 
mg. 

Potential Advantages
The combination provides a convenient tablet that in-

cludes three drugs with different mechanisms of action. It 
reduces pill burden and copays, and may improve medi-
cation adherence. Adherence is known to decline as the 
number of drugs in a regimen increases.2 

Potential Disadvantages
A branded combination is typically more expensive 

than combining three drugs that are available as generics. 

Comments
The efficacy of OLM/AML/HCTZ was studied in 2492 

hypertensive subjects with a mean baseline blood pres-
sure of 169/101 mmHg.1 Subjects were randomized to re-
ceive one of three dual combinations (OLM/AML, OLM/
HCTZ, or AML/HCTZ) for 2-4 weeks, then continue on 
the dual combinations or change to the triple combination. 
After 8 weeks, the triple combination produced greater 
BP reduction than the dual combinations. Additional sys-
tolic BP reduction ranged from 7.6 to 8.4 mmHg and 4.5 
to 5.4 mmHg for diastolic BP. Benefit appears to be simi-
lar for those < 65 years of older, black and non-black sub-
jects, and diabetic and non-diabetic subjects.1,3 Dizziness 
was more common with OLM/AML/HCTZ (5.8%-8.9%) 
compared to the dual combinations (1.4%-3.6%). The 
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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.

discontinuation rate was slightly higher for OLM/AML/
HCTZ (4%) compared to the various dual combinations 
(1%-2%). 

Clinical Implications
Many patients are not able to achieve adequate BP con-

trol with monotherapy. Therefore, combination therapy 
involving different mechanisms of action is a practical ne-
cessity.4 The actions of an ARB and a diuretic or an ARB 
and a CCB are fully additive, while that of a CCB and 
a diuretic are partially additive. The first two combina-
tions are considered preferred regimens by the American 
Society of Hypertension, while the third is acceptable.4 
Recent concerns have been raised regarding the safety of 
angiotensin II receptor antagonists in general, and olmes-
artan in particular. A meta-analysis of clinical trials pub-
lished before November 2009 suggests a modest increase 
in cancer risk (1.08; 95% confidence interval, 1.01-1.15; 
P = 0.016) compared to controls.5 The FDA is evaluating 
whether olmesartan was associated with an increased risk 
of cardiovascular death (25/2514 vs 6/2499 for placebo) 
in patients with type 2 diabetes.6 Both of these may be 
chance findings or due to confounding factors, and war-
rant further investigation. At this time, the benefit of the 
ARBs appears to outweigh their risk. OLM/AML/HCTZ 
provides a convenient single-pill combination for patients 
inadequately controlled on dual regimens.  �
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43. In the study by Smith et al, a single screening question for  

the detection of a drug use disorder was:
a. 100% sensitive.
b. 90% specific.
c. Both
d. Neither

44. Vital exhaustion significantly increases the long-term risk  
of adverse cardiac events:
a. in women but not in men.
b. equally in all socioeconomic classes.
c. independent of established biomedical risk factors.
d. but not if the total cholesterol/LDL cholesterol levels  

are normal.

45. Which of the following statements is true?
a. High carbohydrate diets are associated with high trigly-

cerides and low levels of high-density lipoproteins. 
b. Complex carbohydrates are interchangeable with carbo-

hydrates with a low glycemic index.  
c. Substituting saturated fats for carbohydrates with a low 

glycemic index may increase the incidence of ischemic  
heart disease.

d. Low-fat diets with fewer than 22% of calories from satu-
rated fat will lower the serum cholesterol more than a diet 
with 26% of the calories from saturated fat. 

Answers: 43. a, 44. c, 45. a. 
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Source: Eun HC, et al. Efficacy, safety, 
and tolerability of dutasteride 0.5 mg 
once daily in male patients with male 
pattern hair loss. J Am Acad Dermatol 
2010;63:252-258. 

MORE THAN THREE-FOURTHS OF MEN 
have some degree of male pat-

tern hair loss by age 70. The unwanted 
hair loss seen in male pattern hair loss is 
stimulated by dihydrotestosterone (DHT). 
Clinical trials of low-dose oral finaste-
ride (Propecia® 1 mg/d) have shown that 
blockade of 5-alpha-reductase (5AR), the 
enzyme responsible for converting testos-
terone to dihydrotestosterone, is effective 
for producing new hair growth. 

There are two different 5AR enzymes: 
Type 1 5AR functions primarily in skin, 
and type 2 5AR is expressed predominant-
ly in hair follicles and the prostate. Fin-
asteride only blocks type 2 5AR, whereas 
dutasteride blocks both type 1 and type 2 
5AR. The potential utility of dutasteride 
as a treatment for male pattern hair loss 
is bolstered by data from large, long-term 
clinical BPH and prostate cancer trials 
that demonstrate excellent tolerability. 

Eun et al performed a randomized, dou-
ble-blind, placebo-controlled, 6-month 
trial in adult men (n = 153) of dutasteride 
0.5 mg/d for male pattern hair loss. At the 
end of the trial, hair counts were statisti-
cally significantly improved in the active 
treatment group, with more than 70% of 
men self-assessing hair growth to be im-
proved. The safety profile of dutasteride 
was excellent, with no serious drug-relat-
ed adverse events. 

Theoretically, dutasteride might pro-
vide better hair growth results than finas-
teride because the dual blockade mecha-
nism of the former produces lower DHT 
plasma levels. Since both agents block 
type 2 5AR, which is thought to be the pri-
mary culprit in male pattern hair loss, and 

there are no comparison trials between 
finasteride and dutasteride, it remains un-
certain which treatment is superior.  �
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Source: Chan FK, et al. Celecoxib versus 
omeprazole and diclofenac in patients 
with osteoarthritis and rheumatoid arthri-
tis (CONDOR). Lancet 2010;376:
173-179.

THE GI TOXICITY OF NSAIDS IS WELL REC-
ognized, with a 1998 report suggest-

ing that as many as 16,500 deaths that 
year were attributable to NSAID-induced 
GI bleeding. One of the reputed benefits 
of the development of cyclo-oxygenase 
selective NSAIDs was the belief that their 
relative lack of effect on COX1 would ob-
viate much of the GI toxicity seen. Some 
patients will continue to use maintenance 
therapy with anti-inflammatory agents for 
protracted periods; hence, determination 
of which GI protection technique is most 
beneficial is a critical issue. To that end, 
Chan et al studied Helicobacter-negative 
patients with osteoarthritis and/or rheu-
matoid arthritis (n = 4484) to compare GI 
adverse events (the primary outcome) seen 
with celecoxib vs a traditional NSAID (di-
clofenac) plus PPI (omeprazole). Utiliza-
tion of aspirin was a study exclusion. 

At 180 days, the celecoxib group 
showed a statistically significantly lesser 
GI event rate than the diclofenac plus 
omeprazole group (0.9 % vs 3.8%). Tol-
erability, as measured by treatment dis-
continuation, of celecoxib (200 mg bid) 
was superior to diclofenac 75 mg bid plus 
omeprazole 20 mg qd (6% vs 8%).  

For patients requiring maintenance 
anti-inflammatory treatment, GI conse-
quences of celecoxib are fewer than if a 
traditional NSAID is combined with a 
proton pump inhibitor, although cost con-
siderations may preclude universal appli-
cation of this preferred treatment.  � 
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Source: Horton ES, et al. Weight loss, 
glycemic control, and changes in cardio-
vascular biomarkers in patients with type 
2 diabetes receiving incretin therapies or 
insulin in a large cohort database. Diabe-
tes Care 2010;33:1759-1765. 

THE GENERAL ELECTRIC CENTRICITY RE-
search database contains EMR infor-

mation on more than half a million adults 
with DM2. Of course, therapeutic choices 
for DM2 vary widely among this large 
population. Because the incretin class of 
medications (DPP4 inhibitors and GLP-1 
agonists) has been associated with weight 
loss (or at least weight neutrality), the 
resultant changes in CV risk factors usu-
ally seen with weight reduction could ulti-
mately influence CV outcomes. Horton et 
al studied CV biomarkers (BP, lipids) and 
markers of glycemic control in subjects 
that had received incretins and compared 
these same markers in subjects treated 
with insulin. All subjects (total n = 44,539) 
had to be treated for at least 1 year. 

Exenatide, the only GLP-1 agonist 
available at the time this study was re-
ported, was associated with a 3 kg weight 
loss, compared to a 1.1 kg weight loss for 
the sitagliptin group and a 0.6 kg weight 
gain for the insulin group. SBP improved 
in all three groups, but only very slightly 
(1-2 mmHg). LDL improved modestly in 
all three groups (5%-6% reduction). The 
absolute reduction in A1c was greater 
with insulin (1.0% A1c reduction) than 
incretins (0.5% A1c reduction); however, 
the baseline A1c was higher in the insulin 
group (8.8%) vs the incretin group (7.7%).  

Similar improvements in SBP, LDL, 
and A1c were seen in this database. 
Whether the more advantageous impact 
on weight seen with incretins ultimately 
will impact CV outcomes remains to be 
determined.  �
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Scenario: The ECG shown above was obtained from a 
50-year-old woman with “skipped beats.” Is there anything 
unusual about these ectopic beats and the effect that they 
have on the normal beats in this tracing? What happens at 
the onset of the last lead change (i.e., at the onset where we 
see leads V

4
,V

5
,V

6
)? 

Interpretation: The underlying rhythm in this tracing is 
sinus, as determined by the upright P wave with normal 
PR interval seen for the 3rd complex in lead II. There are 
frequent premature ventricular contractions (PVCs) on this 
tracing, which total four in number. The first three PVCs 
are said to be “interpolated” — because they occur sand-
wiched in between two normal sinus beats without the 
compensatory pause that typically follows a PVC. Most 
PVCs are associated with retrograde conduction of the 
impulse back toward the AV node. If this retrograde con-
duction extends far enough to reach the atria, a negative 
P wave may be seen in lead II after the PVC. Even when 
retrograde conduction from a PVC does not extend all the 
way back to the atria, retrograde conduction usually lasts 
long enough to prevent forward conduction of the next si-

nus P wave. This accounts for the “compensatory pause” 
that usually is seen following a PVC (as occurs for the last 
PVC on this tracing). However, if the timing is just right, 
a PVC may occur at a moment when enough recovery of 
the conduction system has occurred to allow forward con-
duction of this next sinus beat. This is what happens with 
interpolated PVCs. Of interest, we do not see a P wave in 
front of the 2nd, 5th, and 9th beats on this tracing, even 
though these are sinus beats. This phenomenon is known 
as “concealed conduction,” in which retrograde conduc-
tion from the preceding PVC, while not enough to block 
forward conduction of the next sinus beat, is enough to 
prolong the ensuing PR interval. The sinus P waves pre-
ceding the 2nd, 5th, and 9th beats on this tracing are al-
most certainly “concealed” within the T wave of the PVC 
that precedes these beats. The final intriguing complexity 
manifest on this tracing relates to the bizarre occurrence at 
the onset of the last lead change. The last PVC on this trac-
ing occurs just before this lead change. The discontinuity 
produced in the T wave of this last PVC results from the 
fact that the leads change before the T wave is completely 
recorded.  �
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In this issue: Lorcaserin submitted for FDA 
review, FDA advisory panel votes against phen-
termine/topiramate, mixed vote on rosiglitazone, 
advisory panel votes to remove breast cancer indi-
cation from bevacizumab labeling, no increase in 
seizures found with DTaP vaccine, new REMS for 
quinine.

Weight loss without cardiac side effects
A new weight-loss medication may soon be 

available in the United States. Arena pharmaceuti-
cals has filed a new drug application with the FDA 
for lorcaserin, a selective serotonin 2C-receptor 
agonist, and will likely get a formal review this fall. 
Unlike previous nonselective serotonergic agonists 
such as fenfluramine and dexfenfluramine, which 
were effective at causing weight loss, but also 
inhibited serotonin 2B receptors in the heart and 
were associated with valvulopathy, lorcaserin is 
specific for the serotonin 2C receptor in the brain. 

Results from a company-sponsored study 
were published in the in New England Journal of 
Medicine and validate the effectiveness of the drug. 
The phase III trial was conducted at 98 academic 
and private trial sites, where 3180 patients were 
randomly assigned to receive lorcaserin 10 mg or 
placebo twice daily. After 1 year, patients receiving 
the active drug were randomly reassigned in a 2:1 
ratio to continue to receive lorcaserin or change to 
placebo. All patients were age 18-65 years with a 
BMI of 30-45 or 27-45 kg/m2 with one coexisting 
condition, including hypertension, dyslipidemia, 
cardiovascular disease, impaired glucose tolerance, 
or sleep apnea. Patients were also counseled on 
lifestyle modification. Echocardiography was done 
at baseline and every 6 months thereafter. 

At the end of 1 year, 47.5% of patients receiving 

lorcaserin lost 5% or more of their baseline body 
weight as compared with 20.3% of patients receiv-
ing placebo (P < 0.001). The average patient in the 
lorcaserin group lost 5.8% of their body weight 
compared with 2.2% in the placebo group (P < 
0.001), and more patients in the active treatment 
group lost 10% or more of their baseline body 
weight than in the placebo group (22.6% vs 7.7%; 
P < 0.001). In those who lost weight with the active 
drug, the loss was maintained in a greater propor-
tion of patients who continued to receive lorcaserin 
in year 2 compared to those who were reassigned 
to placebo (67.9% vs 50.3%; P < 0.001). Markers 
of cardiovascular risk were improved in the active 
treatment group including C-reactive protein, 
fibrinogen levels, lipid levels, and insulin resistance. 
Systolic and diastolic blood pressures also decreased 
slightly in the lorcaserin group. Significantly, there 
was no evidence of cardiac valvulopathy found 
with use of lorcaserin and the rate of serious side 
effects was similar in the two groups. 

The authors conclude that lorcaserin was asso-
ciated with significant weight loss and improved 
maintenance of weight loss as compared to pla-
cebo (N Engl J Med 2010;363:245-256). Already 
being tagged the new, safe “diet drug,” it is a sure 
bet that approval of lorcaserin will be associated 
with tremendous interest from our patients.  n
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Advisory panel votes against Qnexa
An FDA advisory panel recommended against 

approving (10-7 vote) the combination weight-loss 
drug Qnexa® (phentermine/topiramate) because 
of concerns about safety. The drug appears to be 
effective at inducing weight loss, but is associated 
with significant side effects including depression, 
anxiety, sleep disorders, attention, memory, and 
language and other cognitive disorders, as well as 
metabolic acidosis, increased heart rate, and terato-
genicity. Qnexa is a combination of two available 
drugs and both remain on the market individually. 
Phentermine was approved in 1959 and is cur-
rently indicated as short-term treatment for weight 
reduction. It was part of the infamous Fen/Phen 
combination along with fenfluramine (later dexfen-
fluramine; both fenfluramine and dexfenfluramine 
were eventually removed from the market when 
they were found to cause pulmonary hypertension 
and cardiac valvulopathy). Topiramate is approved 
for the treatment of seizures and migraine prophy-
laxis. The FDA generally follows the recommenda-
tions of its expert panels.  n

Mixed vote on rosiglitazone
The same FDA committee also recently ruled 

on the embattled diabetes drug rosiglitazone 
(Avandia®), and the vote was decidedly mixed. 
GlaxoSmithKline’s rosiglitazone has been under 
intense scrutiny since 2007 when a study from 
the Cleveland Clinic linked the drug to an 
increased rate of heart attacks (N Engl J Med 
2007;356:2457-2471). Recently, the FDA has 
evaluated reports from the New York Times and 
others that the company suppressed crucial safety 
information about the drug for years. At the July 
meeting of the Endocrinologic and Metabolic 
Advisory Committee, 12 members voted to with-
draw rosiglitazone from the market, 10 voted 
to keep the drug on the market with additional 
warnings and restrictions, 7 wanted additional 
warnings only, and 3 members voted for no label 
changes. The FDA is not required to follow the 
advice of its advisory panels, and it is unclear what 
course they will take when they finally make a 
decision later this year.  n 

Breast cancer indication for bevacizumab 
The Oncologic Drugs Advisory committee of 

the FDA has recommended removing the indica-
tion for breast cancer treatment for bevacizumab 
(Avastin®). The 12-1 vote was made after data 
were presented that the drug provided no survival 
benefit when used in combination with docetaxel, 

while contributing significant adverse effects. 
Bevacizumab, a humanized monoclonal antibody, 
which blocks new blood vessel formation (angio-
genesis inhibitor), also carries indications for treat-
ment of colon, lung, kidney, and brain cancers.  n

No increase in seizures with DTaP vaccine
The diphtheria-tetanus-acellular pertussis vac-

cine (DTaP) does not increase the risk of seizures 
in children, according to a recent article published 
on-line in Pediatrics. The previously used diph-
theria-tetanus-whole-cell pertussis vaccine (DTP) 
is associated with seizures, but there were limited 
data on DTaP. Using data from the CDC’s Vaccine 
Safety Data linked project, a retrospective study 
from 1997 through 2006 at 7 managed-care orga-
nizations was performed. Eligible children were 
age 6 weeks to 23 months and had not previously 
received DTP. Of the more than 433,000 children 
who were vaccinated, there were 7191 seizure 
events. The adjusted incident rate for seizures 
across all doses was 0.87 in the cohort analysis 
and 0.91 in the comparison group with the same 
patients during unexposed periods. The authors 
conclude that they did not observe an increased 
risk for seizures after DTaP among children age 6 
weeks to 23 months.  n

New REMS for quinine
The FDA banned the OTC use of quinine sulfate 

for the treatment of nocturnal leg cramps in 1994 
after receiving more than 150 reports of adverse 
reactions, including 23 deaths. Quinine sulfate 
(brand name Qualaquin®) remains the only quinine 
product on the market, but is approved only for 
the treatment of uncomplicated malaria caused by 
Plasmodium falciparum. Qualaquin, however, is 
much more commonly used off-label for nighttime 
leg cramps. The FDA continues to get reports of 
life-threatening hematologic reactions associated 
with quinine sulfate including thrombocytopenia, 
hemolytic-uremic syndrome/TTP, hearing loss, and 
cardiovascular problems. Between 2005 and 2008 
there were 38 cases of serious side effects includ-
ing 2 deaths. The FDA has announced a new Risk 
Evaluation and Medication Strategy (REMS) for 
Qualaquin that will include a Medication Guide 
explaining what the medication is and is not 
approved for, as well as the potential side effects of 
the drug. The medication guide specifically states 
that “Qualaquin should not be used for nighttime 
leg cramps,” and those using it for this indication 
are at risk of serious side effects (FDA Drug Safety 
Communication, July 8, 2010).  n


