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Source: Ridker PM, et al. HDL cholesterol and residual risk of first cardio-
vascular events after treatment with potent statin therapy: An analysis from 

the JUPITER trial. Lancet 2010;376:333-339.

PRIMARY AND SECONDARY CORONARY ARTERY HEART DISEASE PREVEN-
tion trials utilizing randomized statin therapy have consistently 

reported large, significant reductions in the incidence of myocardial 
infarctions, strokes, and other vascular diseases in the participants re-
ceiving statin drug therapy.1-4 Nevertheless, a relatively large residual 
cardiovascular risk remains in the treatment arm of all statin trials and 
many investigators have suggested that this residual risk might be ex-
plained in part because many patients have low residual concentrations 
of HDL-cholesterol after effective LDL-cholesterol-lowering therapy, 
suggesting that the low levels of HDL-cholesterol could be a target for 
additional preventive therapy. However, careful analyses of two very 
important trials of patients with known cardiovascular disease have 
demonstrated that the relationship between on-treatment HDL-choles-
terol values and subsequent risk was significantly attenuated and actu-
ally not significant in those patients allocated to receive atorvastatin 
at a dosage of 80 mg per day.5,6 These findings have been considered 
to be particularly important for primary prevention because the eco-
nomic impact of the additional agents, which would be needed to raise 
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HDL-cholesterol over a lifetime, could prove to be quite 
substantial. 

Paul Ridker and his associates from the JUPITER Trial 
Study Group7 utilized the JUPITER Trial cohort to analyze 
whether HDL-cholesterol concentrations were inversely 
associated with the occurrence of cardiovascular events, 
as had been demonstrated in numerous previous studies8,9 

of patients in whom the LDL-cholesterol concentration 
had been reduced to very low ranges with high-dose statin 
treatment. In the 8901 patients given a placebo, the HDL-
cholesterol concentrations were, as expected, inversely 
related to vascular risk both at baseline and on-treatment; 
however, among the patients given rosuvastatin 20 mg, no 
signifi cant inverse relationships to vascular risk were not-
ed to occur either at baseline or while on treatment. The 
authors concluded that although measurement of HDL-
cholesterol is useful as part of an initial cardiovascular 
risk assessment, HDL-cholesterol concentrations are not 
predictive of residual vascular risk among patients who 
attain very low concentrations of LDL-cholesterol when 
treated with potent statin therapy. 

���������	
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In the setting of primary prevention of cardiovascular 
disease in patients with very low concentrations of LDL-
cholesterol, the residual HDL-cholesterol concentration 
may not accurately predict cardiovascular risk. Other 
studies have revealed that the predictive value of HDL-
cholesterol was preserved even with extremely low LDL-
cholesterol levels being present.5 These confl icting results 
have suggested to some investigators that in patients with 

very low LDL-cholesterol concentrations, other lipid 
measures such as apolipoprotein B to A1 ratios, total 
cholesterol:HDL, and non-HDL-cholesterol may pro-
vide more accurate prediction of cardiovascular risk than 
do simple HDL-cholesterol measurements. In any case, 
whether increasing HDL-cholesterol in patients with very 
low LDL-cholesterol will have any benefi cial effect on 
cardiovascular risk remains to be demonstrated in large 
randomized trials. However, the results of the JUPITER 
trial suggest that getting the LDL-cholesterol low enough 
with statin therapy may be all that is needed from a practi-
cal clinical point of view. 

The Ridker data should not reduce the enthusiasm for 
measuring HDL-cholesterol nor detract from the fact 
that raising HDL-cholesterol may yet prove to be a ma-
jor treatment strategy for the reduction of cardiovascular 
disease in all patients, but especially in the large major-
ity of patients who do not achieve adequate reduction of 
LDL-cholesterol values with statin therapy. Also, let’s 
not forget that lifestyle changes such as aerobic exercise, 
weight loss, smoking cessation, limiting alcohol intake, 
and appropriate dietary changes should all be tried since 
these simple measures might result in modest increases 
in HDL-cholesterol and lowering of LDL-cholesterol.  
Drugs that specifi cally elevate HDL-cholesterol without 
the off-target effects previously observed with torcetrapid 
are being tested but, for the time being, simple niacin has 
proven to be very effective for many patients. With the 
advent of more potent drugs, the issue of whether raising 
HDL-cholesterol concentration reduces primary cardio-
vascular risk in all patients and not just in those with very 
low LDL-cholesterol needs to be tested in expanded and 
well-controlled clinical studies.  �
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Source: Rahme E, et al. Short-term mortality associated with 
failure to receive home care after hemiarthroplasty. CMAJ 
2010 Aug 16; Epub ahead of print.

HEMIARTHROPLASTY OF THE HIP IS GENERALLY RECOM-
mended for patients with displaced hip fracture who 

are elderly and in poor general health, or those who may 
previously have had a debilitating degenerative joint dis-
ease or avascular necrosis, or rheumatoid arthritis of the 
hip. There is a high short-term mortality rate in patients 
undergoing this procedure.1 Often, the patients are already 
at risk of complications and death due to pre-existing co-
morbid conditions. Due to the comorbid conditions, such 

patients may have a high rate of readmission during the 
postoperative period as well. It is widely anticipated that 
in the near future, hospitals will face fierce resistance from 
third party payers in the reimbursement for such readmis-
sion services connected with the initial surgery itself. As 
a result, more of such elderly and frail patients may be 
denied services resulting in unanticipated widening of a 
disparity gap in the geriatric population. It is vital that we 
explore all methods that would not only lower hospital 
re-admission rates, but also improve postoperative short-
term mortality rates and avoid some of the unintended 
consequences from the upcoming health care reform law. 

While the study mentioned here is from Canada, there 
are lessons to be learned for us in the United States. In 
Quebec, post-discharge care rendered to patients who un-
dergo elective hip replacement is quite dissimilar to those 
undergoing hemiarthroplasty for a hip fracture. People 
undergoing planned elective surgery also have a planned 
discharge with home care, which includes nursing, phys-
iotherapy, occupational therapy, nutrition, psychosocial 
care, and daily housekeeping. This is not always possible 
for those undergoing unplanned or emergency procedures 
such as repair of a hip fracture. 

Rahme et al conducted a retrospective cohort study us-
ing provincial hospital discharge records data. They ob-
tained the administrative data for 11,326 patients (all 65 
years and older) who were discharged from hospital after 
hemiarthroplasty in the province of Quebec during the 
period 1997-2004. Of 11,326 study patients, 5.6% were 
discharged home with home care, 29.9% were discharged 
home without home care, 2.0% were sent to a rehabilita-
tion center, 24.2% were sent to a nursing home, and 38.3% 
were sent to another hospital. Among patients who were 
discharged home, those who were less likely to receive 
home care were older, had osteoarthritis, had an emergent 
admission, and were admitted to a high-volume hospital. 
Discharge with home care was most likely among patients 
admitted to teaching hospitals, those in hospital for more 
than 7 days, those with atrial fibrillation, and those with 
acute renal failure. In those discharged home, the rate of 
death per 100 patient-months was lowest among patients 
who were discharged with home care. 

Another way to interpret the findings may be that the 
study revealed that in the province of Quebec, more than 
84% of the elderly patients discharged home from hospi-
tal after hemiarthroplasty did not receive home care after 
discharge. Patients who did receive home care were at 
43% lower risk of death in the first 3 months post-dis-
charge than those sent home without it. 
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�

While it has been previously established that pa-
tients receiving hemiarthroplasty after a hip fracture 
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have higher mortality rate than those receiving elective 
arthroplasty, Rahme et al evaluated the impact of post-
discharge home care (inclusive of comprehensive servic-
es as mentioned above) on short-term mortality in such 
patients.2 In the context of clinical practice in the United 
States, a comprehensive post-discharge care model for 
identified high-risk admissions, such as those undergo-
ing hemiarthroplasty, should become defining criteria 
for high-rated, superior performing hospitals. It is wide-
ly accepted that bending the long-term cost curve will 
be the cornerstone of reforming our health care system, 
which will lead to improved quality of care at an afford-
able price. To control long-term costs, the current health 
care reform law attempts to utilize a hybrid approach 
that not only depends upon results of comparative effec-
tiveness research, but also utilizes a system of taxes and 
penalties to address individual behavior.3 However, it is 
incumbent upon every health care provider, as a commu-
nity, to understand that if we are to have a modernized 
health care system, it must be anchored in good science. 
The results of studies such as the one above mandate that 
we continue to advocate for comprehensive patient care 
models that do not discontinue once the patient leaves 
the hospital or the physician offices and that such care 
models are not limited to large metropolitan areas in the 
nation. The results of this study should be taken as an-
other piece of that puzzle, which has the potential to ul-
timately lead us in the right direction.  �
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Source: Bolland MJ, et al. Effect of calcium supplements on 
risk of myocardial infarction and cardiovascular events: Meta-
analysis. BMJ 2010 Jul 29;341:c3691; doi: 10.1136/bmj.c3691.

PHYSICIANS COMMONLY RECOMMEND CALCIUM SUPPLEMENTS 
to combat osteoporosis and osteopenia. High dietary 

calcium intake is associated with improved vascular 
health.1 On the other hand, calcium supplementation in 
patients with kidney failure, whether on dialysis or not, is 
associated with accelerated vascular calcification.2 With 
this backdrop of uncertainty, these researchers performed 
a meta-analysis to determine the effects of calcium sup-
plementation on cardiovascular disease. 

They searched for randomized, double-blind, placebo-
controlled studies of calcium supplementation in doses  
� 500 mg/day with participants who were � age 40 years. 
The trials had to include at least 100 participants and had 
to last at least 1 year. They excluded studies that admin-
istered vitamin D with calcium vs placebo, but included 
studies that gave vitamin D to both groups, reasoning 
that vitamin D supplementation alone is associated with 
reduced cardiovascular disease mortality.3 Studies were 
also excluded if the calcium supplementation was by di-
etary modification or if the subjects had major systemic 
diseases besides osteoporosis. They identified 15 trials 
that met their criteria. The lead authors of these studies 
were asked for patient-level data; if those data were not 
available, the researchers used summary data. The end-
points of interest were time to first myocardial infarction 
(MI), time to first stroke (CVA), time to first event of 
the composite of MI, CVA, or sudden death, and time to 
death (all-cause mortality).

Five studies had patient-level data. The patients’ me-
dian age was 75 years, and more than three-quarters were 
female. They were overwhelmingly white (> 97%). The 
median calcium intake was 805 mg/day. The hazard ratio 
(HR) for MI was 1.31 (95% confidence interval [CI], 1.02-
1.67), favoring subjects randomized to placebo. Similarly, 
the HR for CVA was 1.20 (CI, 0.96-1.50), for the com-
posite endpoint 1.18 (CI, 1.00-1.39), and for all-cause 
mortality 1.09 (CI, 0.96-1.23). When the participants 
were grouped into those who took less or more than the 
median calcium intake, the HR was 1.85 (CI, 1.28-2.67) 
for those who took more and 0.98 (CI 0.69-1.38) for those 
who took less. The same results were obtained when the 
studies that had trial-level data only were analyzed. 
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How should we interpret the results of this meta-anal-
ysis? I think the most conservative interpretation is that 
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there is an association between calcium supplementation 
and MI. The HR for MI reached statistical significance, 
while the HRs for CVA, the composite endpoint, and all-
cause mortality did not, although the trend favored place-
bo over calcium. Additionally, there was a dose-response 
favoring those who took less than the median. Although 
the results have biologic plausibility (possible mecha-
nisms of action are vascular calcification and elevated se-
rum calcium levels4), the study design does not allow for 
conclusions about causation. 

We must be careful not to assume that calcium plus 
vitamin D supplementation avoids this problem. This was 
not studied. Nor should we tar all calcium intake with the 
same brush. Dietary calcium has many benefits.5 

The hazard ratios are not very large, but the number 
of people taking calcium supplementation is. Vitamin D 
supplementation prevents nonvertebral fracture.6 Cal-
cium supplementation does not reduce, and possibly in-
creases, the risk of hip fracture and has a neutral effect 
on nonvertebral fractures.7 The researchers suggest that 
“a reassessment of the role of calcium supplementation 
in the prevention and treatment of osteoporosis is war-
ranted.” I agree. The most prudent approach would be 
to: 1) ask your patients if they are taking calcium sup-
plements, 2) encourage them to switch to low-fat dairy 
products, and 3) if they are reluctant to stop taking calci-
um supplements, recommend that they also take vitamin 
D supplements.  �
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A NEW EMERGENCY CONTRACEPTIVE HAS BEEN APPROVED BY 
the FDA that is effective up to 5 days after unprotect-

ed intercourse. Ulipristal acetate is a selective progesterone 
receptor modulator with partial agonist and partial antago-
nistic effects. It is licensed from Laboratoire HRA Pharma 
in France and marketed by Watson Pharma as Ella™. 

Indications
Ulipristal is indicated for the prevention of pregnancy 

following unprotected intercourse or a known or suspect-
ed contraceptive failure.1 

Dosage
One ulipristal tablet should be taken as soon as pos-

sible, within 120 hours of intercourse.1 It may be taken 
without regard to meals. Each tablet contains 30 mg of 
ulipristal acetate. 

Potential Advantages
Ulipristal may be taken up to 5 days after intercourse 

compared to 3 days for levonorgestrel (Plan B One Step 
or Next Choice). 

Potential Disadvantages
The most common adverse events are headache (18%-

19%), nausea (12%-13%), abdominal pain (8%-15%), 
and dysmenorrhea (7%-13%).1 Inducers of CYP3A4 may 
decrease the effectiveness of ulipristal. 

Comments
Ulipristal acetate is a selective progesterone receptor 

modulator. This group includes mifepristone (RU-486). 
The efficacy of ulipristal acetate was shown in two clini-
cal studies. One was an open-label study and the other a 
single-blind comparative study.1-3 In the first study, ulipris-
tal was taken 48-120 hours after unprotected intercourse. 
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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.

In the second, ulipristal was compared to levonorgestrel.2 
The primary endpoint was pregnancy rate in subjects 
younger than 36 years of age. In the open-label trial, 1242 
women were evaluated with a follow-up pregnancy rate 
of 2.2% (95% confidence interval, 1.5-3.2). This was a 
reduction of 60% from the expected rate of 5.5%.1,2 The 
efficacy appears to be maintained up to 120 hours after 
unprotected intercourse. The comparative study was a 
randomized non-inferiority trial compared to levonorg-
estrel.1,3 Women were randomized to ulipristal 30 mg or 
levonorgestrel 1.5 mg. In the efficacy-evaluable popula-
tion (n = 1619) that received the emergency contraception 
within 72 hours, the pregnancy rate was 1.8% for ulipris-
tal and 2.6% for levonorgestrel. In 203 women who re-
ceived the contraceptive between 72 and 120 hours, there 
were no pregnancies in the ulipristal group and 3 in the 
levonorgestrel group. The study was not designed to dem-
onstrate superiority of ulipristal over levonorgestrel. The 
most frequently reported adverse events were headache, 
nausea, dysmenorrhea, and abdominal pain. There was 
no clear difference in frequency of these adverse events 
between the two treatments. Onset of next menses after 
emergency contraception occurred a mean 2.1 days later 
than expected in the ulipristal group and 1.2 days earlier 
in the levonorgestrel group (P = 0.001).3 

Clinical Implications
Currently, progestin-only emergency contraceptives 

recommended by the American College of Obstetrics and 
Gynecology (ACOG) include Plan B One Step and Next 
Choice.4 While the FDA-approved labeling indicates that 
these should be taken within 72 hours of unprotected in-
tercourse, ACOG suggest that these are effective if taken 
within 5 days of unprotected intercourse. Ulipristal pro-
vides an alternative emergency contraceptive that is at 
least as effective as levonorgestrel.  �


��������
����� ��������'������)�>�%��*������������'��(�.�63�F��'���

�&��*�.�>���4�6����,-�-�

��,�� $�����.��������@��"��'��������������2���;:+�,-�&���'��%����
���������'��%����*��)�������������"������/$	�	�3�������
,-�-4��/A,�����B3,/5+,10�

��0�� !��'�����$.��������@��"��'������������ ��'�'��� ����)+
�'�����%����*��)�������������"�����������	�,-�-405/3
///+/1,��

��;�� �*������������)���%�
�'������'�����!�������)���� ���+
�������3�(((����)���)#��"���*���'#�����'���������&+
����#������������=��#�*��)��������"�����"�%���
����''�����"����:.�,-�-��

'!��4��	
��
50. Measured HDL-cholesterol values are:

a. predictive of residual vascular risk even if drug therapy has 
been successful in reducing LDL-cholesterol.

b. predictive of residual vascular risk especially if drug therapy 
has not been successful in reducing LDL-cholesterol.

c. of no predictive value in patients treated with any lipid- 
lowering drugs.

d. not predictive of residual vascular risk among patients 
treated with potent statin therapy who attain very low  
concentrations of LDL cholesterol.

51. In the study by Rahme et al for patients undergoing hemiar-
throplasty, rate of death per 100 patient-months was lowest 
among patients who were discharged to:
a. home with home care.
b. home without home care.
c. nursing home.
d. rehabilitation center.
e. another hospital.

52. The meta-analysis of calcium supplementation showed all of 
the following to be true except: 
a. There is an increased risk for myocardial infarction.
b. There is a decreased risk for hip fracture.
c. The risk for myocardial infarction increases as the dose of 

calcium increases.
d. The risk for stroke did not reach statistical significance.

Answers: 50. d, 51. a, 52. b.
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Source: Wang C, et al. A randomized 
trial of tai chi for fibromyalgia. N Engl 
J Med 2010;363:743-754.

FDA-APPROVED PHARMACOLOGIC TREAT-
ments for fibromyalgia (FIB) include 

duloxetine, milnacipran, and pregabalin. 
Although each of these agents has shown 
both statistically significant and clinically 
relevant impact, few patients are relieved 
of all problematic symptoms. Hence, 
additional treatment paths for FIB are 
sought.

Exercise has long been recognized as 
having a favorable impact on FIB, al-
though it has been uncertain which type 
of exercise should be preferred. For a 
variety of reasons, some patients will 
not readily embrace strenuous or aerobic 
exercise programs, leaving a therapeutic 
gap in activity programs that can be re-
lied upon to improve FIB symptoms and 
functionality.

Wang et al enrolled FIB patients (n = 
66) into a 12-week program comparing tai 
chi to a stretching + wellness education 
component. For the physical activities, 
both groups participated in two 60-minute 
sessions per week for 12 weeks. Fibro-
myalgia patients were diagnosed using 
the American College of Rheumatology 
criteria. 

At the conclusion of the study, Fibro-
myalgia Impact Questionnaire and SF-36 
physical component scores were superior in 
the tai chi group as compared to the stretch-
ing group. Discontinuation of medications 
used to treat FIB was seen in both active 
treatment groups, with a trend favoring  
tai chi. 

Tai chi instruction was provided by a 
single tai chi master to all of the subjects 
in that group. Generalizability — whether 
clinicians can anticipate similar efficacy 
when tai chi is taught by others — remains 
to be confirmed.  �
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Source: Cooper BA, et al. A random-
ized, controlled trial of early versus 
late initiation of dialysis. N Engl J Med 
2010;363:609-619.

THE NUMBER OF INDIVIDUALS REQUIRING 
renal replacement therapy (dialysis) 

continues to grow. Because dialysis is an 
expensive, time-intensive, and intrusive 
intervention, it is wise to try to refine an 
optimum threshold for initiation of dialy-
sis. Intuition might suggest that earlier is 
better than later, but few data to support 
this notion are in evidence.

Cooper et al performed a study of 
adults (n = 828) who qualified for dialysis. 
Study subjects were randomized to either 
early (GFR = 10-15 mL/min/1.73 m2) or 
late (GFR = 5-7 mL/min/1.73 m2) dialysis. 
The primary outcome of the trial was all-
cause mortality.

Over an 8-year interval, 828 diabetic 
subjects with Stage V CKD (GFR < 15 
mL/min/1.73 m2) were randomized to 
initiate dialysis at either the early or late 
GFR threshold. The mean time to dialy-
sis initiation in the early group was 1.8 
months vs 7.4 months in the late group, 
but this difference might be expanded 
further, since more than 75% of the late 
start group actually initiated dialysis 
because of symptoms before reaching a 
GFR of 7.   

Overall mortality during 3.6 years of 
follow-up was not significantly different 
between the two groups. There does not 
appear to be any mortality detriment asso-
ciated with delaying dialysis until GFR is 
7 mL/min/1.73 m2 or less, although many 
patients may require earlier dialysis due to 
symptoms.  �
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Source: Zussman  J, et al. Vitamins and 
photoaging: Do scientific data support 
their uses? J Am Acad Derm 2010;63:
507-525. 

UV LIGHT IS RESPONSIBLE FOR SOME OF 
the skin changes associated with ag-

ing, which is known as photoaging (PHA). 
Expenditures in the United States for so-
called “cosmeceuticals” is anticipated 
to reach more than $6 billion this year, 
although only a few components of com-
monly applied topical agents have any 
clearly demonstrated benefit.

Vitamin A derivatives, particularly the 
prescription retinoids such as tretinoin 
cream and tazarotene, are FDA-approved 
for aging-related fine line wrinkles, skin 
roughness, and mottled hyperpigmenta-
tion. OTC vitamin A derivatives have less 
convincing evidence, but of these, retinol 
should be the preferred agent according to 
Zussman et al. 

Amelioration of PHA has been seen 
in several topical vitamin C trials using 
L-ascorbic acid; chemically related com-
pounds (e.g., ascorbyl palmitate, ascorbyl 
tetraiopalmitate) provide greater vitamin 
C stability, but do not have sufficient 
clinical trial outcomes data to advocate for 
them. 

Topical formulations of vitamin E, al-
though widely touted for antioxidant po-
tential, do not have data to support their 
use in management of PHA. Limited data 
on topical niacin suggest promise. 

The best method to address photoag-
ing is overall good nutrition and an appro-
priate combination of sunscreen and sun  
avoidance.  �
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In Future Issues:
Screening Mammography and Breast Cancer Mortality

Quality of Care Provided by Graduates of International 
Medical Schools
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Scenario: The ECG above was obtained from an 87-year-
old woman in for her first doctor visit in several years. 
She reports no recent symptoms. She is on no cardioac-
tive medications. What are your concerns?

Interpretation: Although the P wave in lead II is small in 
amplitude, it is upright. This suggests that the rhythm is 
sinus. The rate is slow and somewhat irregular. Thus, the 
rhythm is sinus bradycardia and arrhythmia, with a heart 
rate in the 40s. The PR interval is normal, but the QRS 
is widened in the form of complete right bundle branch 
block (RBBB). There is no significant axis deviation, 
and no sign of chamber enlargement. The most remark-
able finding on this tracing is ST segment coving with 
deep, symmetric T wave inversion in the infero-lateral 
leads. Three other findings of note are: 1) a QR pattern in 
lead V

1
 (instead of the usual rSR’ expected with RBBB); 

2) a deep (albeit slender) Q wave in lead aVL; and 3) the 
upright T wave in lead V

1
. 

Normally with left or right bundle branch block, the 
ST-T wave should be oppositely directed to the last QRS 
deflection in the 3 key leads (I, V

1
, V

6
). This is not the case 

here. Instead of a negative ST-T wave in V
1
 and an upright 

T wave in leads I and V
6
, we see the opposite. This reflects 

a “primary” ST-T wave change, and suggests ischemia. 
The fact that there is a QR pattern in lead V

1
 and a fairly 

deep Q in aVL suggest that there has been infarction at 
some point (which perhaps caused the RBBB).

Despite the above abnormalities, this 87-year-old 
woman was asymptomatic. Sick sinus syndrome with un-
derlying coronary disease is likely (perhaps with a recent 
silent event), though impossible to determine in the ab-
sence of prior tracings and more history. Careful follow-
up would be prudent, and she may need a pacemaker.  �
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Antiviral Medications Not Associated with Birth Defects
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In this issue: Antiviral drugs and birth defects, 
bisphosphonates and esophageal cancer, naltrex-
one plus bupropion for weight loss, 2010-11 influ-
enza vaccine, FDA Actions.

Antivirals not associated with birth defects
Young women with herpes infections are often 

treated with the oral antivirals acyclovir, valacyclo-
vir, or famciclovir. A new study suggests that these 
drugs are relatively safe when taken in the first tri-
mester of pregnancy. A population-based historical 
cohort study was performed reviewing the records 
of more than 800,000 liveborn infants in Denmark 
who had no diagnosis of chromosomal aberra-
tions, genetic syndromes, birth defects syndromes 
with known causes, or congenital viral infections. 
There were 1804 pregnancies exposed to acyclovir, 
valacyclovir, or famciclovir in the first trimester. 
Of those, 40 infants (2.2%) were diagnosed with 
major birth defects compared with 19,920 (2.4%) 
among the unexposed infants (adjusted POR, 0.89; 
95% CI, 0.65-1.22). Broken down by drug, major 
birth defects were seen with 2% of infants exposed 
to acyclovir and 3.1% exposed to valacyclovir; 
exposure to famciclovir was uncommon. There was 
no association between antiviral drugs and specific 
types of birth defects. The authors conclude that 
exposure to acyclovir or valacyclovir in the first 
trimester of pregnancy was not associated with 
an increased risk of major birth defects (JAMA 
2010;304:859-866).  n

Bisphosphonates and esophageal cancer
Oral bisphosphonates are not associated with 

an increased risk of esophageal cancer accord-
ing to a new study from the U.K.’s Centre for 

Public Health and the National Institutes of 
Health. Concern was raised regarding a possible 
link between bisphosphonates and esophageal can-
cer after a letter from the FDA was published in 
the New England Journal of Medicine in January 
2009 describing 23 patients with a diagnosis of 
esophageal cancer who had been taking alendro-
nate (N Engl J Med 2009;360:89-90). Data from 
the U.K. General Practice Research Database 
between 1996 and 2006 were reviewed. There 
were nearly 42,000 patients who received bisphos-
phonates during that time frame who were com-
pared to the same number of control patients. 
There were 116 esophageal or gastric cancers, of 
which 79 were esophageal, in the bisphospho-
nate cohort, and 115 cancers, of which 72 were 
esophageal, in the control cohort. The incidence of 
esophageal cancer was 0.48 per 1000 person-years 
of risk in the bisphosphonate group and 0.44 in 
the control group. Similarly, there was no differ-
ence in the rate of gastric cancer between the two 
groups. There was also no difference in cancer 
incidence in a subgroup analysis reviewing specific 
types of bisphosphonates, as well as analysis lim-
ited to patients with GERD or Barrett’s esophagus. 
The authors conclude that use of oral bisphos-
phonates was not significantly associated with 
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incidence of esophageal or gastric cancer (JAMA 
2010;304:657-663).  n

Naltrexone plus bupropion for weight loss
Naltrexone plus bupropion may be an effective 

adjunct to lifestyle changes in patients attempt-
ing to lose weight. Men and women (n = 1742) 
age 18-65 with BMIs of 30-45 kg/m2 and uncom-
plicated obesity, or BMIs of 27-45 kg/m2 with 
dyslipidemia or hypertension, were enrolled at 34 
sites across the United States to receive extended-
release naltrexone 32 mg plus sustained-release 
bupropion 360 mg, sustained-release naltrexone 
16 mg plus sustained-release bupropion 360 mg, 
or matching placebo twice a day for 56 weeks. 
Mean body weight changes were -1.3% in the 
placebo group, -6.1% in the naltrexone 32/bupro-
pion group (P < 0.0001 vs placebo), and -5.0% the 
naltrexone 16 mg/bupropion group (P < 0.0001 vs 
placebo). Significantly more patients in the active 
drug categories had a greater than 5% decrease 
in body weight (16% placebo, 48% naltrexone 
32 mg/bupropion, 39% naltrexone 16 mg/bupro-
pion, both significant at P < 0.0001 vs placebo). 
Nausea was significantly more likely to occur in 
both active treatment groups. A transient increase 
of blood pressure of 1.5 mmHg in mean systolic 
and diastolic pressures was noted in the treatment 
groups, followed by a reduction of 1 mmHg below 
baseline by the end of the study. No psychological 
side effects were noted with the active treatment 
group. The authors conclude that a sustained-
release combination of naltrexone plus bupropion 
could be a useful therapeutic option for treatment 
of obesity (Lancet 2010;376:595-605). This was a 
phase 3 study funded by Orexigen Therapeutics, 
which is currently developing a naltrexone SR/
bupropion SR combination under the trade name 
“Contrave.”  n

2010-11 influenza vaccine
The  CDC’s  Adv i sory  Commi t t ee  on 

Immunization Practices has published its rec-
ommendations for the 2010-11 influenza vac-
cine. The trivalent vaccine will contain A/
California/7/2009 (H1N1)-like (the same strain 
that was used with a 2009 H1N1 monovalent 
vaccine) as well as A/Perth/16/2009 (H3N2)-like 
and B/Brisbane/60/2008-like antigens. The CDC 
has significantly expanded the population it rec-
ommends receive the vaccine. In previous years, 
annual vaccination was recommended for all 
adults ages 19-49 years, whereas now the recom-
mendation is that all persons aged 6 months and 

older should get a flu vaccine as soon as it is avail-
able this fall. Children ages 6 months to 8 years 
who did not receive at least one dose of the 2009 
H1N1 vaccine should receive 2 doses of the 2010 
seasonal vaccine. Vaccine is being produced by at 
least 6 different manufacturers, although different 
manufacturers have different age range approvals. 
Sanofi Pasteur has received approval for its high-
dose inactivated trivalent vaccine for adults ages 
65 and older (“Fluzone High Dose”). It is antici-
pated that vaccine will be in plentiful supply this 
fall and will be ready for distribution early in the 
season.  n

FDA Actions
The FDA has proposed the withdraw approval 

of the drug midodrine hydrochloride. Midodrine 
was approved in 1996 under the FDA’s accelerated 
approval regulation to treat orthostatic hypoten-
sion. The FDA requires post-approval studies to 
verify the clinical benefit of such drugs, but these 
studies were never done. Shire Pharmaceuticals, 
manufacturer of brand-name ProAmatine® (mido-
drine), has announced plans to remove the drug 
from the market effective September 30. Generic 
manufactures have not announced their plans of 
action as yet. The FDA advises patients who are 
currently taking midodrine to continue it until they 
can consult their health care professional about 
other treatment options.

The FDA has approved a new emergency con-
traceptive for use within 120 hours (5 days) after 
failure of standard contraception or after unpro-
tected intercourse. The so called “5 day after pill” 
contains ulipristal acetate, a progesterone ago-
nist/antagonist that likely works by inhibiting 
or delaying ovulation. The drug is taken as a 
single tablet and is available only by prescription. 
Ulipristal acetate is manufactured by Paris-based 
Laboratoire HRA Pharma and will be marketed 
under the trade name “Ella.”  

An FDA advisory panel has recommended 
against approval of sodium oxybate for the treat-
ment of fibromyalgia. The controversial drug, also 
known as GHB, has gained notoriety as a “date 
rape” drug. The panel felt that the risk for wide-
spread abuse was too great to warrant extending 
indication to fibromyalgia, a condition that affects 
up to 2% of the U.S. population. Many panel 
members also felt that Jazz Pharmaceuticals who 
currently markets sodium oxybate under the trade 
name “Xyrem” for the treatment of narcolepsy and 
cataplexy, did not convincingly show that the drug 
was effective for the treatment of fibromyalgia.  n


