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Synopsis: Cephalosporins should be considered for penicillin-aller-
gic patients due to low cross-reactivity risk, but these patients do

have a small increased risk of subsequent reactions to both sulfon-
amides and cephalosporins.

Source: Apter AJ, et al. Is there cross-reactivity between penicillins and
cephalosporins? Am J Med. 2006;119:354.e11-e19.

Using the united kingdom general practice research
Database, which contains outpatient medical records for 6% of

the population of England and Wales, 3.4 million penicillin pre-
scriptions from 1987-2001 were analyzed. Approximately half a
million of these were subsequently followed by a cephalosporin
prescription, with 64% being first-generation cephalosporins. 

Of the original penicillin prescriptions, 4,000 resulted in allergic
reactions with 74% described as urticaria. Of this group, 22% were
given a subsequent cephalosporin prescription and 1.1% of them also
had a reaction to cephalosporins. Compared to patients given
cephalosporins following penicillin with no recorded initial reactions,
the risk ratio using a narrow definition of allergy was 10.0, and using a
broader definition was 15.2. Penicillin-allergic patients who were given
a subsequent prescription for sulfonamides, were analyzed and found
to have an elevated risk ratio of 7.2 for a second allergic reaction. 

Cephalosporins were given to 25 patients who reported initial
anaphylaxis to penicillin, resulting in only one case of anaphylaxis
to both. Twelve other cases of cephalosporin anaphylaxis were
reported in the group not allergic after penicillin.

■■ COMMENTARY
The large numbers of cases analyzed in this study gives us objec-
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tive evidence on an important clinical issue, and supports
earlier studies suggesting similar conclusions. Using the
same database as this current article, authors found more
new allergic reactions to penicillin in sulfonamide-aller-
gic patients than in the general population,1 and only 2%
of penicillin-allergic patients with a reaction when pre-
scribed penicillin a second time.2

It appears that cross-reactivity between antibiotics is a
complex issue, starting first with the variability in how
reactions are recorded and what constitutes a significant
reaction. In the case of cephalosporins, reactivity in skin-
testing shows different responses to different chemical side
chains, making grouping as a class difficult. The American
Academy of Pediatrics has issued guidelines for individual
assessment based on the particular allergic response, find-
ing safety in cephalosporin prescribing to penicillin-aller-
gic patients in most cases other than  anaphylaxis .3

The bottom line is that people with an allergic reac-
tion to one antibiotic appear to be at increased risk for
reactions to other antibiotics, whether that medicine has
a similar structure to the first allergen or one completely
different. The risk for any allergy is higher than any
cross-reactivity concerns, and since the risk of life-
threatening anaphylaxis is very low, they can probably be
prescribed antibiotics in similar classes to the first aller-
gen if needed. However, prescribing clinicians would
still be taking their own “risk” of explaining their choice
in a professional liability lawsuit!   ■
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Counseling is Better than
Drugs for Chronic Insomnia
A B S T R A C T  &  C O M M E N T A R Y

By Mary Elina Ferris, MD

Clinical Associate Professor, University of Southern California

Dr. Ferris reports no financial relationship to this field of study.

Synopsis: Chronic insomnia in older adults improved
more with objective measures when treated with cogni-
tive behavioral therapy rather than nightly medications.

Source: Sivertsen B, et al. Cognitive behavioral therapy vs
zopiclone for treatment of chronic primary insomnia in older
adults: a randomized controlled trial. JAMA. 2006;295:
2851-2858.

Clinical psychologists in norway conducted a
randomized, double-blinded, placebo-controlled

trial comparing cognitive behavioral therapy and the
non-benzodiazepine sleep medication zopiclone. Treat-
ment duration was 6 weeks with follow-up at 6 months.
Forty-six adults with a mean age of 61 years were
involved. Approximately half of the participants were
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women. Eligibility requirements were at least 3 months
of insomnia with impaired daytime functioning, symp-
toms fulfilling DSM-IV criteria for insomnia, and no
presence of sleep apnea or periodic limb movements
during sleep, no use of medications for insomnia,
depression or psychosis, and no other serious somatic
conditions.

Ambulant polysomnography (PSG) in participants’
homes for 2 consecutive nights was part of the pre-treat-
ment screening process, which eliminated the “first
night effect” which can distort results if participants are
not adapted to the monitoring. Subsequent PSG was
repeated in the homes at 6 weeks and 6 months, after
randomization to 3 groups of which 2 groups took med-
ications (zopiclone or placebo) with a weekly reinforce-
ment meeting. They were given the opportunity to con-
tinue the medications after the initial 6 weeks. The third
group received 6 weeks of counseling with included
sleep hygiene education, sleep restriction, stimulus con-
trol, progressive relaxation techniques and brief cogni-
tive therapy (6 individual 50-minute treatment sessions). 

Total time awake during the night measured by
PSG was significantly less at 6 weeks among the cog-
nitive behavioral therapy (CBT) group vs medications
or placebo, declining from 108 to 51 minutes awake
(52% improvement compared to 4% for medication
and 16% for placebo). The sleep diaries from the par-
ticipants indicated 34% CBT improvement vs 16%
for medication and 21% for placebo. Total sleep time
by PSG was not significantly changed for all 3 groups
(although their diaries all indicated improvement),
but slow wave sleep improved 27% in the CBT group
and actually worsened by 20% in the medication
group and by 13% in the placebo group. 

Six-month follow-up with PSG showed no significant
differences from the 6-week findings except more total
sleep time in the CBT group, which was also reflected in
the diaries.

■■ COMMENTARY
Improvements for chronic insomnia using cognitive

behavioral therapy compared to pharmacotherapy have
previously been shown in young and middle-aged adults,
but not so clearly in older adults.1 Outcomes data have
been limited to self-reports, without measurement of
stage 3 and 4 slow-wave sleep which is believed responsi-
ble for daytime dysfunction attributed to insomnia. This
current study uses PSG along with sleep diaries as more
objective measurement, and eliminates any doubt that
therapy can have good outcomes in older adults as well.

The new non-benzodiazepine medication zopiclone
was studied here, which is a precursor to the active

stereoisomer eszopiclone available in the United States
as Lunesta. Funding was provided by non-pharmaco-
logic sources and a head-to-head comparison was done.
While their results could be unique to the medication
used, it’s more likely to be valid since previous studies
have shown similar outcomes using other medications.
In this study the medication did not show any signifi-
cant improvement at 6 weeks, and the authors note that
most research on sleep medications does not extend
beyond 4 weeks in the literature. 

For chronic insomnia, it appears that a counseling
approach should be used rather than medications, and
clinicians can cite these studies to help persuade patients
against using nightly medications. Since the placebo
results were even better than the drug, one wonders if
patients should also be given a choice to take placebo
and avoid potential side effects. The unreliability of the
sleep diaries compared to PSG suggests that education
must be a major component of counseling, both about
the mechanics of sleep and patient expectations. As with
so many clinical conditions, insomnia results from many
interacting influences and requires our time and patience
to improve.   ■

Reference
1. Jacobs GD, et al. Cognitive behavior therapy and

pharmacotherapy for insomnia. Arch Intern Med.
2004:164;1888-1896.

Black Cohosh and
Menopausal Hot Flushes
A B S T R A C T  &  C O M M E N T A R Y

By Leon Speroff, MD

Professor of Obstetrics and Gynecology, Oregon Health and Science

University, Portland

Dr. Speroff is a consultant for Barr Laboratories and does research for Wyeth.

Synopsis: Black cohosh, when studied in appropriate
randomized trials, is no different than placebo treat-
ment in affecting hot flushing.

Source: Pockaj BA, et al. Phase III double-blind, random-
ized, placebo-controlled crossover trial of black cohosh in the
management of hot flashes: NCCTG Trial NO1CC1. J Clin
Oncol. 2006;24:2836-2841.

Pockaj and colleagues from the mayo clinic
reported the results of a double-blind, random-
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ized, cross-over clinical trial to study the efficacy of
black cohosh for the treatment of menopausal hot
flushes.1 The studied dose was 20 mg b.i.d. of Cimi-
cifuga racemosa (the dose of the most commonly
marketed black cohosh product in the United States,
Remifemin). The similarity of the studied product
with Remifemin was confirmed by high performance
liquid chromatography and proton nuclear magnetic
resonance analysis. 132 patients were treated for two
4-week crossover periods. Black cohosh reduced hot
flushing scores by 20% in the fourth treatment week
compared with 27% in the placebo group; and fre-
quency was reduced 17% on black cohosh and 26%
on placebo. The authors concluded that black cohosh
had no effect on hot flushing beyond that of a placebo
response. 

■■ COMMENTARY
Black cohosh is also called black snakeroot and bug-

bane. It has been heavily promoted, especially by Ger-
man clinicians, for the treatment of menopausal hot
flushes. We have learned that the study of hot flushing
requires randomization to placebo treatment because
placebo treatment is associated with an average 51%
reduction in hot flush frequency.2 Unfortunately, most of
the reports supporting the efficacy of black cohosh were
case series or studies without placebo control groups or
the studies did not directly and quantitatively measure
hot flushing.

“Remifemin” is commercially available, as an
alcoholic extract of the root. Black cohosh has
been reported to contain formononetin, a methylat-
ed precursor that is metabolized to the two primary
phytoestrogens, genistein and daidzein. More
sophisticated analysis, however, using liquid chro-
matography methods, has failed to detect the pres-
ence of formononetin in various black cohosh
preparations, nor in black cohosh roots and rhi-
zomes.3

An older clinical trial was noteworthy and alone
in finding a similar impact on hot flushing with
black cohosh and placebo treatment.4 Finally,
recent trials are confirming that early study and
providing us with a uniform story. The Herbal
Alternatives for Menopause (HALT) Study is cen-
tered in Seattle, Washington. This double-blind
trial randomized 351 women to placebo or one of 4
treatment groups: (1) black cohosh 160 mg daily
(note the higher dose); (2) a multibotanical treat-
ment containing 50 mg black cohosh, alfalfa,
chaste tree, dong quae, false unicorn, licorice, oats,
pomegranate, and Siberian ginseng, 4 capsules

daily; (3) the multibotanical plus counseling to
increase dietary soy intake; (4) conjugated estro-
gens 0.625 mg with or without 2.5 mg medrox-
yprogesterone acetate.5 After one year, no differ-
ences were observed in hot flushing comparing any
of the 3 herbal treatment groups to placebo.6 The
herbal remedies also had no effect on sleep quality
as reported after 3 months.7

How can I say it any more forcefully than this:
black cohosh is not estrogenic, and black cohosh
has no effect on menopausal symptoms. Thus far,
all phytoestrogen products (this includes soy and
red clover extracts) are proving to be no different
than placebo for treating hot flushes. Estrogen
products continue to be the most efficacious for this
purpose. The serotonin uptake inhibitor class of
antidepressants is the next most effective. There has
not been a head-to-head comparison study of estro-
gen and SSRIs, but it is reasonable to estimate that
an SSRI will reduce hot flushing by about 60%
compared to 90% suppression with estrogen.   ■
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Pharmacology Update
Darunavir Tablets 
(Prezista)
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James Chan, PhD, PharmD
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The fda has given an accelerated approval for a
new protease inhibitor (PI) for the treatment of HIV

infections. Darunavir (TMC114) is approved for
patients who have shown resistance to more than one
protease inhibitor.  It is marketed by Tibotec Therapeu-
tics, a Division of Ortho Biotech, as Prezista.

Indications
Darunavir is indicated for the treatment of HIV infec-

tions in antiretroviral treatment-experienced adult
patients with  HIV-1 strains that are resistant to one or
more protease inhibitors.1

Dosage
The recommended dose is 600 mg (2 × 300 mg)

twice daily with ritonavir 100 mg. Darunavir should be
taken with food.1

Darunavir is supplied as 300 mg tablets.

Potential Advantages
In treatment-experienced patients with HIV-1 RNA

> 1000 copies/mL, darunavir/ritonavir plus optimized
background regimen (OBR) produced virologic
response in 69.5% of patients compared to 21% who
received an investigator selected PI plus OBR.
Darunavir has shown activity against viruses resistant
to other PIs.1-4

Potential Disadvantages
Darunavir is an inhibitor of CYP3A and can have sig-

nificant drug-drug interactions with many drugs.  Most
common adverse events include diarrhea, nausea, and
headache. Fat redistribution or accumulation of body fat
may occur. Mild-to-moderate rash has been reported
(7%); in some cases the rash is severe or life-threaten-
ing. As with other PIs, hyperglycemia, increase in bleed-
ing, and immune reconstitutional syndrome may occur. 
Darunavir resistant viruses are generally not susceptible
to other protease inhibitors. 

Darunavir has a sulfonamide moiety and should be
used with caution in patients allergic to sulfonamides.1

Comments
The accelerated approval of darunavir was based on

two randomized controlled studies. Treatment-experi-
enced subjects with a baseline HIV-1 RNA > 1000
copies/mL and prior treatment with PIs, NNRTIs and
NRTIs, who had one primary PI mutation at screening,
and were on a stable PI-containing regimen at screening
for at least 8 weeks were randomized to darunavir plus
ritonavir and ORB or a PI of choice by the investigator
plus OBR. At week 24, 69.5% of the subjects random-
ized to darunavir had virologic response (1 log10 decline
below baseline) and 45% had viral load < 50 copies/mL
compared to 21% and 12.1% respectively for the PI con-
trol group. The replacement of PIs in non-suppressive
regimen with darunavir/ritonavir in patients who had
taken multiple PIs has resulted in significant reduction in
HIV-1 RNA.4  The activity declines with increased num-
bers of PI mutations present in the viruses. Darunavir is
active against PI resistant viruses.1-4 It may have a high
genetic barrier to the development of resistance.2

The addition of enfuvirtide to darunavir/ritonavir
demonstrated improved efficacy compared to
darunavir/ritonavir alone.5

Clinical Implications
Darunavir provides an alternative to treatment-experi-

enced patients with viruses resistant to other protease
inhibitors.   ■
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CME Questions
6. Which of the following treatments is most likely to show benefit

after 6 months for chronic insomnia?
a. Benzodiazepines
b. Psychoanalysis
c. Progressive relaxation techniques
d. Narcotic pain medications
e. None of the above

7. Compared to patients with no previous drug allergy, which
antibiotic has increased risk of causing an allergic reaction in
penicillin-allergic patients? 
a. Cephalosporin
b. Sulfonamide
c. Penicillin
d. A and C only
e. All of the above

8. The following statements are true regarding black cohosh
except:
a. black cohosh does not contain a phytoestrogen.
b. the efficacy of black cohosh depends on administration.
c. doses even greater than marketed products have been 

ineffective.
d. black cohosh does not improve sleep quality.

Readers are Invited. . .
Readers are invited to submit questions or comments

on material seen in or relevant to Internal Medicine Alert.
Send your questions to: Robert Kimball, Internal Medi-
cine Alert, c/o American Health Consultants, P.O. Box
740059, Atlanta, GA 30374. For subscription informa-
tion, you can reach the editors and customer service per-
sonnel for Internal Medicine Alert via the internet by
sending e-mail to robert.kimball@thomson.com. ■
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The objectives of Internal Medicine Alert are:
• to describe new findings in differential diagno-

sis and treatment of various diseases;
• to describe controversies, advantages, and dis-

advantages of those advances; and
• to describe cost-effective treatment regimens.
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Postexposure Treat-
ment with Doxycy-
cline and Tick-Borne
Relapsing Fever

Borrelia persica is the causative
agent of tick-borne relapsing fever

(TBRF). The Borrelia name will be
familiar to clinicians because of Lyme
disease, caused by Borrelia burgdorferi.
The tick bite of Ornithodoros tholozani,
which may be encountered in environs
such as caves, may easily be missed by
victims. Incubation of TBRF is 2-18
days. Post-exposure prophylaxis with
short-term antibiotic treatment has been
shown to be effective for Lyme disease,
but no similar data exist from controlled
trials to confirm efficacy of treatment
for TBRF.

Military training in Israel includes
camouflage and survival exercises that
take place in an area where TBRF is
endemic. Subjects who had participated
in this activity (n = 93) were meticu-
lously examined by a physician for
signs of tick bite immediately after their
potential exposure. In a randomized
blinded fashion, subjects received doxy-
cycline daily for 5 days (200 mg day 1,
then 100 mg subsequent doses), vs
placebo. To ensure consistent drug
administration, subjects had direct
supervision for each dose.

Ten cases of TBRF occurred in the
placebo group, as confirmed by blood
smear, and none in the treatment group.
As has been seen in other populations,
this dosing regimen of doxycycline was
well tolerated, with no significant
adverse effects. 

In this trial, doxycycline was found
to be 100% effective when administered
within 5 days of exposure to Borrellia
persica.   ■

Hasin T, et al. N Engl J Med.
2006;355:148-155.

Secondary 
Prevention of Stroke: 
Persistence Pays Off

The benefits of pharmacotherapy
for secondary prevention of stroke

(SPS) are well established. For instance,
warfarin reduces stroke in atrial fibrilla-
tion by as much as 60%; aspirin or
clopidogrel provide meaningful reduc-
tion in recurrent stroke also. Of course,
data about successful SPS comes pri-
marily from controlled clinical trials.
Ultimately, clinicians and the public
alike would like to have insight into the
effectiveness of interventions for SPS in
the public sector, as well as which fac-
tors maximize effectiveness of tools
shown to be efficacious in clinical trials. 

Shaya et al studied a group selected
from the Maryland Medicaid population
(n ≥ 400,000), all of whom must enroll
in 1 of 8 managed care organizations in
that state. Study subjects (n = 925) had
been prescribed aspirin, warfarin, or
clopidogrel post-stroke. The authors
sought to examine the relationship
between persistence—consistent renew-
al of study medication in a timely fash-
ion—and risk of subsequent stroke. The
Cox proportional hazards model used in
this report is appropriate because it
adjusts for factors such as age, race, sex,
site of residence, and concomitant med-
ications such as antihypertensive and
lipid lowering drugs.

Persistence was associated with a
57% greater likelihood of avoiding a
recurrent stroke. As many as 20% of
subjects had not been persistent with
clopidogrel, aspirin, or warfarin.
Clinicians must continue to be vigi-
lant for factors that impair patients’
opportunity to persist with medica-
tions effectively.   ■

Shaya FT, et al. Am J Manag Care.
2006;12:313-319.

That Darned Cold
Sore: What a Differ-
ence a Day Makes!

It might come as a surprise that
despite numerous methods for treat-

ment of genital herpes, herpes zoster,
and mucocutaneous herpes infections
in persons with HIV, the antiherpetic
antivirals (acyclovir, famciclovir, pen-
ciclovir) do not have an FDA
approved indication for herpes labialis
(HRL), commonly known as the ‘cold
sore.’ Given that the antivirals have
shown great success in treatment of
recurrences of herpes at other tissue
sites, it seems reasonable to suspect
that prompt treatment of HRL might
be beneficial. 

This randomized trial compared
famciclovir 1500 mg/d given on one
day only, either as 1500 mg single
dose, or 750 mg b.i.d., versus place-
bo. Subjects (n = 711) who had a
history of recurrent HRL were
instructed to take famciclovir at the
earliest prodromal sign, prior to the
appearance of skin lesions. They
were also to return for clinician
evaluation for the next 4 consecu-
tive days. 

The primary end point of the study
was time to full healing of herpetic
lesions. In the placebo group, the
mean number of days to healing was
6.2 days. Both single-day famciclovir
treatment groups showed greater than
30% reduction in the number of days
to heal, with approximately equal
efficacy for split-dose or single-dose
therapy.   ■

Spruance SL, et al. J Am Acad Der-
matol. 2006;55:47-53.

Clinical Briefs
By Louis Kuritzky, MD, Clinical Assistant Professor, University of Florida, Gainesville

Dr. Kuritzky is a consultant for GlaxoSmithKline and is on the speaker’s bureau of GlaxoSmithKline, 3M, Wyeth-Ayerst, Pfizer, Novartis, Bristol-Myers Squibb, AstraZeneca, Jones
Pharma, and Boehringer Ingelheim.
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In Future Issues: Motion and Mortality

Clinical Scenario: The two non-sequential lead II
rhythm strips shown in the Figure were interpreted as
showing “sinus tachycardia (top strip) with sudden
development of PSVT” (lower strip). Comment?

Interpretation/Answer: The rhythm in the top trac-
ing is rapid and regular at a rate of about 130/minute.
This QRS complex is narrow, defining this as a supraven-
tricular rhythm. On initial inspection, there appear to be
upright P waves with a fixed PR interval preceding each
QRS complex, suggesting that the rhythm is sinus tachy-
cardia. However, an upright, pointed deflection is also
regularly seen in the early portion of each T wave. Step-
ping back to better appreciate the pattern of baseline
activity suggests a “sawtooth” configuration in which

two upright peaks in the baseline occur at equally spaced
intervals for each QRS complex. Thus, the rhythm in the
top tracing is atrial flutter with 2:1 AV conduction (atrial
rate 260/minute; ventricular rate = 130/minute).  

In the lower tracing, sinus rhythm is initially seen.
There follows several PACs (premature atrial contrac-
tions), a slight pause — and then the onset of a rapid
supraventricular (narrow QRS) tachyarrhythmia without
clearly defined atrial activity. Although at first glance
this tachyarrhythmia appears to be regular, it is not.
Instead the rhythm is atrial fibrillation. When the ven-
tricular response to atrial fibrillation is very rapid (as
seen here), it may look as if the rhythm is regular unless
calipers are used to measure each R-R interval.   ■

ECG Review

By Ken Grauer, MD, Professor, Assistant Director, Family Practice Program, University of Florida 
Dr. Grauer reports no financial relationship to this field of study. 

Sinus Tach into PSVT?

Figure. Non-consecutive lead II rhythm strips



Do long-acting beta agonist inhalers
increase the severity of asthma?  Yes,
according to the results from a large

meta-analysis recently published in the Annals
of Internal Medicine. Pooled data from 19 trials
with nearly 34,000 participants found that the
long-acting beta agonists salmeterol, for-
moterol, and eformoterol were associated with
higher rates of asthma exacerbations, requiring
hospitalization, (odds ratio 2.6 [95% CI, 1.6-4.3])
and life-threatening exacerbations (odds ratio
1.8 [CI, 1.1-2.9]), compared to placebo.  In sub-
group analyses, the odds ratio for hospitaliza-
tions was 1.7 for salmeterol and 3.2 for
formoterol. The risk of hospitalization was
especially high in children on long-acting beta
agonists (odds ratio 3.5 [CI, 1.3-9.3]). The odds
ratio for adults was 2.0 (CI 1.1-3.9). Although
the rate of death was low, the odds ratio for
asthma-related death was 3.5 (CI, 1.3-9.3). 

In the largest of the studies included in the
meta-analysis, the Salmeterol Multicenter Asthma
Research Trial (SMART), in which 26,000 patients
were followed for 6 months on salmeterol or
placebo, there was a 2-fold increase in life-threat-
ening asthma exacerbations and a 4-fold increase
in asthma related deaths. The authors conclude
that long-acting beta agonist use increases the
risk of hospitalizations due to asthma, life-threat-
ening asthma exacerbations, and asthma-related
deaths. The authors also conclude that inhaled
corticosteroids cannot adequately protect against
the adverse effects of these drugs (Ann Int Med.
2006;144:904-912).  

An accompanying editorial suggests that
physicians should follow current guidelines

which emphasize use of inhaled corticosteroids
as the first-line treatment for patients with mild-
to-moderate persistent asthma. Only after maxi-
mal corticosteroid doses have been reached
should long-acting beta agonist be considered
(Ann Int Med. 2006;144:936-937). 

The FDA met one year ago to discuss long-act-
ing beta agonist and required black box warnings
on the labeling for these drugs; however, there
usage has changed very little in the ensuing year.

Treating Chronic Primary Insomnia
Cognitive behavioral therapy is more effective

than zopiclone for the treatment of chronic pri-
mary insomnia in older adults, according to a
new study from Norway.  In a randomized, dou-
ble-blind, placebo-controlled trial, 46 adults
(mean age, 60.8; 22 women) with chronic primary
insomnia were randomized to cognitive behav-
ioral therapy, sleep medication with zopiclone 7.5
mg each night, or placebo for 6 weeks. The cogni-
tive behavioral therapy consisted of 6 weekly ses-
sions lasting 50 minutes that covered sleep
hygiene education, sleep restriction, stimulus
control, cognitive therapy, and progressive relax-
ation techniques. The main outcome was
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polysomnographic data and sleep diaries, which
were used to determine total wake time, total
sleep time, sleep efficiency, and slow-wave sleep. 

Cognitive behavioral therapy (CBT) resulted in
improved short-term and long-term outcomes
compared with zopiclone on 3 of 4 outcome
measures.  CBT improved sleep efficiency from
81.4% to 90.1% at 6-month follow-up compared
to a decrease from 82.3% to 81.9% with zopiclone.
CBT resulted in better sleep architecture and less
time awake during the night. Total sleep time
was similar in all 3 treatment groups but, at 6
months, patients receiving CBT had better sleep
efficiency than those taking zopiclone.  The
authors conclude that cognitive behavioral ther-
apy is superior to zopiclone for management of
insomnia, both in the short term and long-term.
For most outcomes, zopiclone did not differ from
placebo (JAMA. 2006;295:2851-2858). 

Zopiclone is a new generation sleep medica-
tion available in Europe.  The active isomer of
zopiclone has been available in the United States
since April 2005 (eszopiclone - Lunesta).

New Breakthrough in Smoking Cessation?
Varenicline, Pfizer's new smoking cessation

drug, is the subject of 3 articles in the July 5
issue of JAMA. The drug, which is a partial ago-
nist of the 4 2 nicotinic receptor, blocks the
action of nicotine but provides a lower level of
stimulation of dopamine release to reduce crav-
ing and withdrawal symptoms. Two of the 3
articles compared varenicline to bupropion and
placebo in combination with behavioral coun-
seling over 12 weeks of treatment. In both stud-
ies, varenicline was significantly more effective
than placebo or bupropion (JAMA. 2006;296:47-
55, 56-63). In the third study, 12 more weeks of
varenicline was found to be significantly more
effective than placebo in maintaining absti-
nence. This study also found that after 24 weeks
of treatment, the benefit of the drug was main-
tained up to one year (JAMA. 2006;296:64-71).
An accompanying editorial points out that
while the studies of varenicline are promising
and the drug represents a new agent with a dif-
ferent mechanism of action, it is not a panacea
for smoking cessation, with quit rates still
under 50% in these studies (JAMA. 2006;296:94-
95). These studies could not come at a better
time for Pfizer, as the company plans to market
the drug within the next few months under the
trade name Chantix.

FDA Actions
The FDA has given Biogen-Idec approval to

resume marketing natalizumab (Tysabri) for the
treatment of relapsing forms of multiple sclerosis.
The monoclonal antibody was initially marketed
in November 2004, but was withdrawn four
months later, after three patients developed pro-
gressive multifocal leukoencephalopathy (PML) in
clinical trials.  Subsequent trials have not shown
any additional cases of PML, but the drug is lim-
ited to use in patients who have failed or have not
tolerated alternative therapies for multiple sclero-
sis.  The re-approval is a restricted distribution
program which includes registration of patients,
prescribers, infusion centers, and pharmacies and
includes patient education materials. Patients are
also required to have a brain MRI prior to initia-
tion of therapy. More information is available at:
www.fda.gov/cder/drug/infopage/natalizumab/
default.htm.

Duramed Pharmaceuticals have received
approval to market a new 91 day birth control reg-
imen consisting of 84 days of levonorgestrel 0.15
mg with ethinyl estradiol 0.03 mg, and seven days
of ethinyl estradiol 0.01 mg (Seasonique).  This
product differs from the company's other 91 day
birth control regimen (Seasonale) in that it incor-
porates estradiol rather than placebo for the last
seven days in order to reduce bloating and break-
through bleeding.  Both products result in four
menstrual periods per year.

The FDA has approved Genentech's
ranibizumab (Lucentis) for the treatment of neo-
vascular (wet) age-related macular degeneration
(AMD). The drug, which is injected intraocularly,
inhibits vascular endothelial growth factor A
which is thought to contribute to proliferation,
vascular leakage, and angiogenesis.  Many oph-
thalmologists have been using Genentech's other
anti-angiogenesis drug bevacizumab (Avastin) for
the treatment of AMD, although it is not approved
for this indication. Compounded bevacizumab
injected intraocularly is approximately $17 per
dose. Ranibizumab marketed as Lucentis is pro-
jected to cost approximately $2000 per dose.

Two former blockbuster drugs are making the
switch to generics.  Sertraline (Zoloft- Pfizer) will be
available later this year in both generic pill and liq-
uid form. In 2005, Zoloft was the most popular anti-
depressant in the US.  The FDA has also approved a
generic form of simvastatin (Zocor) Merck & Co.'s
enormously popular statin for the treatment of
hypercholesterolemia.  Generic simvastatin is cur-
rently available 5, 10, 20, 40, and 80 mg strengths.   ■
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