
Ethnic and Genetic Risks for AD
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Increased risk of developing Alzheimer’s disease is found
in first-degree relatives of both whites and African Americans,

although African American relatives have a 1.6 times more risk
than whites. Female gender and the presence of specific alleles 

also increase cumulative risk.

Source: Green RC, et al. JAMA. 2002;287:329-336.

Using 17 major medical centers for subject recruitment
over the last 10 years, this Multi-Institutional Research in

Alzheimer’s Genetic Epidemiology (MIRAGE) study now pub-
lishes cumulative risk estimates by age from the families of 2339
white and 255 African American patients with Alzheimer disease
(AD). The patients were identified at specialty clinics for dementia
by published research criteria, and questionnaires collected health
information and dementia status on the entire family. This infor-
mation was supplemented with other medical records including
death certificates and nursing home records. Ethnicity was estab-
lished by self-report and reclassified according to 1990 US Census
definitions. Blood for apolipoprotein E (APOE ε4) allele was col-
lected from a subset of 46% of the patients. 

Curves illustrating the cumulative risks at different ages were cre-
ated, showing risk for first-degree relatives for dementia by age 85
of 44% for African Americans and 27% for non-Hispanic whites.
The risk for spouses by this age was 18.5% for African Americans
and 10% for whites. Women in both groups had increased risk, 1.2
times higher for African Americans and 1.5 for white women. The
presence of the APOE ε4 allele raised the risk further by 1.3 in
African American relatives and 1.5 in whites. 

■ COMMENT BY MARY ELINA FERRIS, MD
At least a 2-fold cumulative increased risk of AD in African-

American elderly populations compared to whites has been reported
by age 90, which does not change even when adjusted for history of
diabetes, stroke, hypertension, heart disease, or years of education.1

In white populations, previous studies have established that relatives
of AD patients are more likely to develop the disease, along with
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higher risk for female sex, increasing age, and carrying
the APOE ε4 allele. Siblings of patients have a 1.8 rela-
tive risk and parents a 1.2, giving an overall 1.5 risk
increase to first-degree relatives of AD patients com-
pared to relatives of control groups. Relatives who were
women showed a further 1.5 increase in relative risk.2

This new article has collected the largest number of
African American families ever studied for risk of AD,
and the same risk factors as white populations were
shown. However, the overall incidence of AD was still
higher in African Americans. Although these results are
limited somewhat by small numbers of African Ameri-
can families and by proxy reporting of family informa-
tion, they still provide the most comprehensive data to
date on the inheritance of AD in this population, and the
published tables in the article can be useful for counsel-
ing patients on their age-specific risks.

The reason for the disturbing increased risk among
African Americans is not entirely clear, but intriguing
clues currently suggest both genetics and environment
contribute to the difference. This article suggests that
there may be both a higher baseline risk of dementia and
a higher degree of familial aggregation, including the
possibility that other genetic alleles may be involved.
When spouses of Alzheimer patients were matched for
age and compared between ethnic groups, African
Americans’ spouses were 1.8 times more likely to devel-
op dementia than white spouses. Environmental causes
were also suggested in a recent 5-year prospective inci-
dence study of dementia and AD comparing African
Americans in Indianapolis with residents of Nigeria,
which found an annual age-standardized rate of 2.52%
for Indianapolis compared to 1.35% in Nigeria.3 These
issues merit further research and should be expanded to
include other ethnic groups.   ■

References
1. Tang MX, et al. Neurology. 2001;56:49-56.
2. Devi G. Arch Neurol. 2000;57:72-77.
3. Hendrie HC. JAMA. 2001;285:739-747.

LRTI in the Elderly: 
Predicting Mortality
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Three clinical markers—acute exacerbation
of a comorbid condition, tachypnea, and elevated
CRP—can identify individuals at risk for death.

Source: Seppa Y, et al. Arch Intern Med. 2001;161:2709-2713.

Seppa and colleagues set out to answer the
questions, “Is there a data set, readily available in a

primary care office, that can assess the severity of lower
respiratory tract infections (LRTI) in the elderly?” and
“Could this data set identify individuals who needed
hospitalization?”  

This was a parallel study conducted in northern Fin-
land in conjunction with a pneumococcal and influenza
trial. Seppa et al began with the entire population of
people older than 65 years of age in 55 municipalities.
LRTI was defined as bronchitis or pneumonia and the
diagnosis was made by history and physical examina-
tion. The patients were treated by primary care physi-
cians (PCPs), who had complete discretion for deci-
sions involving prescriptions and referral. Over the 2-
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year period of the study, 1743 cases of LRTI with signs
suggestive of pneumonia were identified. They appro-
priately excluded patients with incomplete data sets or
who were institutionalized, terminal, bedridden, receiv-
ing immunosuppressive drugs, or demented. The
attending physicians recorded information about each
patient on a case report form. This form included demo-
graphics, history of present illness, symptoms, physical
findings, and comorbid conditions. The patients had
some basic blood work drawn (complete blood count
[CBC], C-reactive protein [CRP], and erythrocyte sedi-
mentation rate [ESR]). As their end point, Seppa et al
chose mortality due to LRTI within 30 days after the
first visit to a PCP. 

After exclusions, there were 950 patients with LRTI.
Thirty-eight (4.1%) died within 30 days. There was no
difference in mortality between men and women. A ret-
rospective analysis of chest x-rays showed that 74% of
the patients had definite or probable pneumonia, but
these data were not used because less than half of the
PCPs involved in this study had same-day access to
chest x-rays. Only tachypnea (respiratory rate at least
25), elevated CRP (at least 100 mg/L), and acute exacer-
bation of a comorbidity were independent relative risk
factors for mortality in a multivariate regression model.
These risk factors were additive. The mortality rate was
2.2% if no more than 1 factor was present; it rose to 20%
if all 3 were present.

■ COMMENT BY ALLAN J. WILKE, MD
I have made some random observations. There are

only 59,790 people older than 65 in northern Finland?
And they are scattered over 55 municipalities? That is an
average of just over 1000 elders per community. These
are small towns! It occurred to me that they are describ-
ing the Upper Peninsula of Michigan, where I grew up.
(Come to think of it, there are a lot of people of Finnish
descent in the UP.) My point is, this population may or
may not be similar to the one that you see. It is important
to consider your population before applying the results
of any study to them.

There are a lot of things to like in this study. One of
them is the completeness of the study population.
Another is that they were being cared for by PCPs and
were not the subjects of a study conducted at a tertiary
care institution. I like the simplicity of the rule and the
large number of subjects.

Other prediction rules exist, but they are either con-
siderably more complex, have been validated on popu-
lations that include others besides elderly patients or
on patients who are already hospitalized, or are limited
to nursing home patients. This underlines a second

important point: the location of the study can produce
inherent bias.

There are some weaknesses to this study. Some
physicians would argue that diagnosing pneumonia by
physical examination alone is antiquated with a sensi-
tivity of 47-69% and specificity of 58-75%. If that is the
case, this study is in trouble. Seppa et al discuss “LRTI
with signs suggestive of pneumonia,” but do not pro-
vide any information about what signs are suggestive
and which are not. Many of the physicians in the study
did not have same-day access to chest x-rays; this is
certainly not the case here. On the other hand, CRP may
not be routinely available (or at least not as quickly as
one might like). ESR and CRP are both nonspecific
measures of inflammation. ESR is easier, quicker, and
less expensive to perform, but CRP is a better gauge of
the intensity of inflammation. One of the 3 risk fac-
tors—acute exacerbation of a comorbidity—was deter-
mined by the individual attending physician and, there-
fore, is subject to bias.

The most glaring problem is that Seppa et al did not
address their second question, “Could this data set iden-
tify individuals who needed hospitalization?” I suppose
that one could assume that if a patient had no more than
1 risk factor, he could be watched as an outpatient with
frequent follow-up, or if all 3 factors were present, hos-
pitalized. Perhaps, as Seppa et al state in their final
statement, “Whether these markers are generally
applicable to the evaluation of the severity and treat-
ment decisions of LRTI among elderly patients in pri-
mary care should be ascertained and validated in a new
prospective study.”   ■

Errors of Omission
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Failure to prophylax appropriately for
venous thromboembolism occurred in two thirds of pre-
ventable venous thromboembolism cases. 

Source: Arnold DM, et al. Chest. 2001;120:1964-1971.

Arnold and colleagues undertook a retro-
spective chart review of all clinically significant

episodes of venous thromboembolism (VTE) in their
hospital over a 1-year period. Their aim was to determine
how many cases of VTE occurred in patients who should
have, but didn’t, receive VTE prophylaxis. Their criteria
for VTE prophylaxis were taken from the American Col-
lege of Chest Physicians (ACCP) Consensus Guidelines
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published in 1995.1 A total of 253 cases of VTE occurred
in 245 patients during the 1-year period of the study. Of
these, 230 were deep venous thromboses (DVT) and 48
were pulmonary emboli (PE). (Of those with PE, 25 had
concomitant DVT.) Arnold et al excluded from analysis
21 cases as nonpreventable, 179 cases as spontaneous,
and 9 cases in which prophylaxis was not possible. They
were left with 44 preventable cases. Of these, 44 patients
who had clinically significant, preventable VTE without
adequate preventive measures, no prophylaxis at all was
given in 21 patients. In 10 cases, preventive treatment
was given, but for too short a time. In 9 patients, “inap-
propriate” (other than that stipulated by the ACCP guide-
lines) was given. Of the 44 patients with preventable
VTE who were not adequately prophylaxed, the most
common VTE risk factors were nonorthopedic general
surgery (23 patients), immobility (13 patients), cancer
(10 patients), obesity (8 patients), leg fracture (7
patients), and pneumonia (6 patients).

■ COMMENT BY BARBARA A. PHILLIPS, MD, 
MSPH, FCCP
This is discouraging! It’s bad enough that VTE occurs

in about half of the patients that we try to adequately anti-
coagulate.2 The current study indicates that we commit
errors of omission leading to clinically significant VTE in
about half of the preventable cases. It’s important to note
that the patients in this report were identified in the hospi-
tal from clinically significant cases; doubtless, many oth-
ers developed VTE that did not present clinically.

VTE, which ought to be preventable, is a killer. Its 3-
month mortality rate is probably about 17%.3 That fact,
coupled with the fact that DVT is often clinically unde-
tectable right up until the massive fatal PE, makes pre-
vention clearly the way to go. The ACCP has published
evidence-based guidelines for the prevention of VTE
every 3 years since 1986. An updated version was pub-
lished last year.4 Imperfect as they are, these are proba-
bly the “gold standard” for VTE prevention and treat-
ment. You can access the current Consensus Statement4

at the ACCP web site: www.chestnet.org. Then go to
“Publications, CME and Products,” and click on Con-
sensus Statements and Clinical Practice Guidelines. This
user-friendly web site gives several options for down-
loading this clinical practical guideline, including to
your Palm device.   ■
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Bupropion SR for Smoking
Relapse Prevention
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: This study found that persons who stopped
smoking using long-term sustained-release bupropion
delayed smoking relapse and had less weight gain.

Source: Hays JT, et al. Ann Intern Med. 2001;135:423-433.

Despite treatment advances, smoking relapse
after successful intervention for smoking cessation

occurs in 70-80% of patients within 6-12 months.1

Bupropion has been proven an effective intervention for
smoking cessation.2 It is effective for initiating abstinence
from smoking and is safe for long-term therapy. The pur-
pose of this study was to evaluate the efficacy of bupropi-
on to prevent smoking relapse after initial abstinence.

Hays and colleagues conducted a multicenter, prospec-
tive, randomized, placebo-controlled trial recruiting par-
ticipants through advertisements and press releases. The
patients were included if they smoked more than 15 ciga-
rettes per day, were motivated to stop smoking, and in
good health. Exclusion criteria included personal or fami-
ly history of seizure disorder, anorexia nervosa or bulimia,
pregnancy, lactation, and depression. At the baseline visit
and continuing through study week 7, all participants
received open-label, sustained-release bupropion 300
mg/d. Participants were eligible for randomization if they
were abstinent from smoking at week 7, confirmed by an
expired carbon monoxide level 10 ppm or less. Patients
were randomized to follow-up treatment with either 45
weeks of bupropion or placebo. The participants returned
for 14 visits during the double-blind phase and 5 visits
during the follow-up year. The main outcomes were: 1)
weekly point prevalence abstinence during medication; 2)
continuous abstinence during medication; 3) time to first
relapse; and 4) weight gain.

Of 1006 total volunteers interested in stopping smok-
ing, 784 met the study criteria and were enrolled in the
open-label phase of the study. Among them only 461
(58.8%) were biochemically confirmed abstinent from
smoking at week 7. Of these, 32 were withdrawn and 429
patients were randomly assigned to receive placebo or
bupropion for the 45-week medication phase. A total of
347 (80.9%) participants completed the 45-week med-
ication phase and 317 (73.9%) completed the study.

At the end of the medication phase, the point prevalence
abstinence rate was significantly higher in the bupropion
group than in the placebo group (55.1% vs 42.3%). One
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year later, at the end of the study, the point prevalence
abstinence was similar between groups (41.6% vs 40.0%).
The median time to smoking relapse was 65 days for the
placebo group and 156 days for the bupropion group (P =
0.021). The number of participants with continuous absti-
nence was significantly higher in the bupropion group at
17 weeks of randomization (52.3% vs 42.3%). No signifi-
cant difference was seen at the end of drug treatment or
after completion of follow-up. Of the 118 participants
without smoking relapse during the entire study, the mean
weight gain was 8.6 kg for placebo compared to 6.9 kg for
bupropion group (P = 0.012). Adverse effects included
insomnia, headache, and dry mouth and were similar in
frequency between the 2 groups.

■ COMMENT BY DAVID OST, MD, FACP, & 
LINGAMURTHY RAVI, MD
Although the use of sustained-release bupropion

delayed relapse after initial smoking cessation, this effect
was not maintained after discontinuation of therapy. The
median time to smoking relapse was more than doubled in
the group receiving sustained-release bupropion compared
with placebo. A second significant finding was the attenua-
tion in postcessation weight gain among participants treat-
ed with sustained-release bupropion compared with place-
bo. The results differ from the findings of other studies for
smoking cessation that evaluated postcessation weight
gain. Both nicotine gum and nicotine nasal spray have been
shown to attenuate weight gain after smoking cessation, but
rebounded after medical treatment has stopped.3-5 Bupropi-
on treatment was well tolerated in this study, with the most
common side effects being insomnia and headache. The
strength of this study includes large sample size and multi-
ple study centers in a randomized placebo-controlled trial.

In clinical practice, the decision to treat patients
with longer-term bupropion therapy as compared to
shorter-course therapy would depend on the perceived
risk of early relapse. Risk stratification of this sort
might improve relapse rates. This study suggests that
while persons who have stopped smoking benefit from
extended treatment, this benefit is lost within 1 year of
discontinuing therapy.   ■

Dr. Ravi is a Resident, Department of Medicine, Nassau
County Medical Center, Stony Brook, NY.
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Pharmacology Update
Valdecoxib Tablets 
(Bextra—Pharmacia)
By William T. Elliott, MD, FACP,
and James Chan, PharmD, PhD

Athird cox-2 inhibitor has been approved by
the FDA for marketing. Valdecoxib is a selective

cyclooxygenase-2 inhibitor similar to celecoxib (Cele-
brex) and rofecoxib (Vioxx®). The drug will be mar-
keted by Pharmacia and Pfizer as “Bextra.”  

Indications
Valdecoxib is indicated for the relief of the signs and

symptoms of osteoarthritis (OA) and rheumatoid arthri-
tis (RA) in adults. It is also indicated for the treatment of
primary dysmenorrhea.1

Dosage
The recommended dose of valdecoxib is 10 mg once

daily for both OA and RA. For primary dysmenorrhea,
the recommended dose is 20 mg twice daily as needed.1

Valdecoxib can be taken without regard to meals, how-
ever, food can delay the rate of absorption and delay peak
concentration by 1-2 hours.1 Valdecoxib should not be
used in patients with aspirin-sensitive asthma and should
be used with caution in patients with pre-existing asthma.1

Potential Advantages
Valdecoxib appears to offer the same potential advan-

tage as other COX-2 inhibitors, a lower risk of gastroin-
testinal side effects. A lower risk of endoscopically
determined gastroduodenal ulcers compared to naprox-
en (500 mg twice daily) has been reported in a 12-week
study (n = 466) in patients with OA.2 The incidences of
ulcers were 4% for placebo, 10% for naproxen, and 3%,
3%, and 5% for valdecoxib 5 mg, 10 mg, and 20 mg
daily, respectively. The incidence of ulceration was sta-
tistically significant for both the 5 mg and 10 mg doses
compared to naproxen at P < 0.05 and P < 0.01, respec-
tively, however the rate of ulceration for the 20 mg dose
was not statistically different. In a larger study (n =
1217), higher doses of valdecoxib (20 mg or 40 mg
twice daily) had lower incidences of endoscopically
determined ulcers at 14 weeks than naproxen 500 mg
twice daily in patients with OA or RA.3 The incidences
ranged 3-5% for 40 mg daily, 6-9% for 80 mg, vs. 16-
20% for naproxen. Both doses of valdecoxib were statis-
tically lower than naproxen.
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Potential Disadvantages
Concomitant administration of valdecoxib and war-

farin resulted in mean increase (12-15%) in plasma
levels of warfarin, mean INR values as well as intra-
subject variability.1 Monitoring of these patients is rec-
ommended during the first few weeks after initiation of
valdecoxib therapy.

Valdecoxib decreases the clearance of lithium and
patients should be monitored if coadministration is
appropriate. Valdecoxib is metabolized primarily by
cytochrome P450 isoenzymes 3A4 and 2C9, there-
fore, drug-drug interactions are possible with an
inhibitor or inducer of these isoenzymes. Borderline
elevations of liver enzymes (ie, ALT, AST) have been
reported in about 8% of patients treated with valde-
coxib. Hemoglobin or hematocrit should be assessed
in patients on long-term therapy if there are signs or
symptoms of anemia. Hypertension and peripheral
edema have been reported in up to 2.1% and 3%,
respectively.1 COX-2 inhibitors may affect the bal-
ance between prothombotic and antithrombotic
eicosanoids and data have suggested that these drugs
may increase the risk of cardiovascular events (eg,
myocardial infarction), particularly in patients at risk
for these events.4,9

Comments
Valdecoxib is a selective COX-2 inhibitor similar to

celecoxib and rofecoxib. It has been studied in patients
with OA, RA, and primary dysmenorrhea. Findings
have been reported as abstracts or in the package
insert, thus full details are not available. In patients
with OA of the knee (n = 1019) or hip (n = 466), ran-
domized, double-blind, placebo-controlled 12-week
studies indicated that valdecoxib (5-10 mg daily) is
better than placebo and comparable to naproxen (500
mg twice daily).2,5 Efficacy was assessed using Patient
and Physician’s Global Assessment of Arthritis. Simi-
larly in RA (n = 1089), valdecoxib (10, 20, 40 mg
daily) was superior to placebo and comparable to
naproxen (500 mg twice daily) as assessed by ACR20.6

ACR20 responders at 12 weeks were 32% for placebo,
44% for naproxen, and 46-49% for valdecoxib. No
clear difference was detected between the various
doses of valdecoxib. For patients with moderate-to-
severe primary dysmenorrhea, a single dose of valde-
coxib 40 mg daily was comparable to a single dose of
naproxen sodium 550 mg and appeared to be superior
to valdecoxib 20 mg based on assessment of pain
intensity difference over 12 hours.7 As with other
COX-2 inhibitors, valdecoxib has no antiplatelet activ-
ity. The risk of renal toxicity is generally considered to
be similar between COX-2 inhibitors and traditional

NSAIDs.9 There are no comparative studies between
valdecoxib and other COX-2 inhibitors in OA or RA.
A recent study suggested that a single dose of valde-
coxib 40 mg provided a faster onset of analgesia and
more effective pain relief than a single dose of rofecox-
ib 50 mg in the management of postoperative pain
associated with oral dental surgery.10 The average
wholesale cost for valdecoxib 10 mg for the treatment
of OA is $2.92 per day compared to $2.75 for rofecox-
ib (12.5 mg/d) and celecoxib (200 mg/d).

Clinical Implications 
Valdecoxib is another COX-2 inhibitor, joining the

blockbuster drugs celecoxib and rofecoxib. It is not
clear whether valdecoxib offers any significant advan-
tage or disadvantage over its predecessors. The manu-
facturer is expected to promote the faster onset of
valdecoxib compared to other COX-2 inhibitors and
long duration of action.8 However, the clinical rele-
vance remains to be established. Pharmacia is expected
to seek approval for a pain indication.   ■
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CME Questions
20. Which of the following relatives of an Alzheimer patient have

the most risk of also developing the disease?
a. Non-Hispanic white mother of patient
b. African-American spouse of patient
c. African-American sister of patient
d. Non-Hispanic white brother of patient
e. Non-Hispanic white spouse of patient

21. The oral medication used in the treatment of smoking cessation
is:
a. buspar.
b. xanax.
c. bupropion. 
d. clonipine.
e. All of the above
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‘Trial’ Prescriptions
to Reduce 
Drug Wastage

Despite the fact that prescribed
medications are often not used by

patients, current statutes in most clinical
settings do not allow patients to return
unused medications for reissue to other
patients. Hence, if a patient tries a med-
ication, and is dissatisfied with it, does
not tolerate it, no longer needs it, or is
directed by a health professional to dis-
continue it for any reason, remainder
medication is generally wasted.

Canada has tested a concept of
allowing pharmacists to initially fill
prescriptions for intended long-term
medication with a “trial” amount
first—allowing the patient to adminis-
ter a small quantity of the medication,
for instance 7-14 days supply—fol-
lowed by the “full” balance of the pre-
scription if both the patient and clini-
cian were satisfied with the initial
applicability of the prescription.

The overwhelming majority of
patients (n = 249) who were offered
“trial” prescriptions (86%) were con-
tent to receive that instead of a “full”
prescription initially. More than half
of the minority of patients who did not
elect to receive a trial prescription
reported sensible obstacles like the
fact that they were leaving town, or
that geographic limitations precluded
ready return for a “full” prescription.
Between 14-52% of “trial” prescrip-
tions were ultimately discontinued.
Overall, using trial prescriptions saved
Canada $5.50 per trial prescription
issued. American clinicians might
similarly save important financial
resources in some settings by the con-
sideration of prescriptions of “trial”
duration.   ■

Paterson JM, Anderson GM. Am J
Manag Care. 2002;8:151-158.

Cognitive Function-
ing of Long-Term
Heavy Cannabis
Users Seeking 
Treatment

Whether long-term heavy
cannabis (LHC) use is associated

with persistent impairment of cognitive
function (COG) is an important public
health issue not only because of the
ponderous number of chronic marijuana
users, but also because of potential
employment by the medical profession
as a therapeutic tool.  

This study looked at a population of
LHC users who sought treatment
because of cannabis dependence. Partic-
ipants must have not used cannabis for
at least 12 hours. Data obtained through
neurophysiologic testing were com-
pared with a control population of age-
matched nonuser controls. Most LHC
users used cannabis essentially every
day, approximately 2 joints daily.

LHC users had poorer word recall,
poorer performance on increasingly
complex executive function tasks, and a
trend toward attentional dysfunction, in
addition to deficits in other monitored
functions. The LHC most prominently
affected learning, retention, and
retrieval as measured by the Rey Audi-
tory Verbal Learning Test.

Despite deficits detected with these
measurement tools, the results do not
indicate a severe COG problem, and
may require as long as 10-20 years of
consistent LHC to occur. That the study
is retrospective, and the population
highly selected, may limit the generaliz-
ability of the findings. Additionally,
whether sustained abstinence from LHC
would ameliorate the detected dysfunc-
tions is unknown.   ■

Solowij N, et al. JAMA. 2002;287:
1123-1131.

A Randomized, 
Placebo-Controlled,
Double-Blind, 
Flexible-Dose Study
of Fluoxetine in the
Treatment of Women
with Fibromyalgia 

Best management of fibromyal-
gia (FMG) remains a difficult chal-

lenge for most clinicians. Although
meta-analyses suggest that tricyclic anti-
depressants are moderately effective, tri-
als using selective serotonin reuptake
inhibitors (SSRIs) have provided con-
flicting results. Since some positive
results have been found with various
SSRIs, a prospective placebo controlled
trial of fluoxetine was felt to be of merit.

Study subjects (n = 60) were adult
women with FMG, who received place-
bo or fluoxetine (FXT) once daily, titrat-
ed in 10-20 mg increments every 2
weeks to a maximum dose of 80 mg/d.
Outcomes were assessed using the
Fibromyalgia Impact Questionnaire and
the McGill Pain Questionnaire.

Both the Impact and Pain Question-
naires showed statistically significant
improvements in patients receiving flu-
oxetine. More than twice as many FXT
recipients than placebo recipients expe-
rienced at least a 25% improvement in
Fibromyalgia Impact Questionnaire
score. 

FXT was generally well tolerated.
Perhaps the more favorable effects
seen in this trial may be attributed to
the higher doses of FXT used—earlier
controlled trials used only 20 mg/d.
Based on these results, clinicians may
wish to consider flexibly dosed FXT
for symptomatic management of
female patients with FMG.   ■

Arnold LM, et al. Am J Med. 2002;
112:191-197.

Clinical Briefs
By Louis Kuritzky, MD
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In Future Issues: Barrett’s Esophagus

Clinical Scenario: The ECG in the Figure was
obtained from a 61-year-old woman who was being
treated with flecainide for “arrhythmia.” Her tracing was
interpreted as showing sinus tachycardia with 1° AV
block, with the conduction disturbance being seen best
in lead V1. How would you interpret this ECG?

Interpretation: The key to interpreting the rhythm in
this 12-lead ECG lies with recognizing that the very begin-
ning of this tracing is irregular. Specifically, the first R-R
interval is longer than all others on the tracing. After the
first few beats, the rhythm becomes regular at a rate of
about 110 beats/minute. The QRS complex is obviously
widened. However, despite the seemingly upright “P”
wave in lead V1, the mechanism of this rhythm is not
sinus. Sinus rhythm is defined by the presence of an
upright P wave in lead II. A look at lead II in this tracing
fails to show an upright P wave. Instead, there appear to be
a number of sharp negative deflections in the baseline.
Careful inspection of these negative deflections with
calipers reveals that they are regularly occurring at a rate
of about 220/minute (see the dots below leads II, III, and
aVF in the Figure). Attention to the baseline in leads II and
III shows the characteristic sawtooth pattern of atrial flut-
ter in the longer initial R-R interval, which is not nearly as

apparent in the rest of the tracing. Thus, the rhythm is atri-
al flutter, initially with a variable ventricular response with
2:1 AV conduction becoming established by the third beat
on the tracing. QRS widening is due to bifascicular block
(right bundle branch block and left anterior hemiblock),
and was not a new finding for this patient. 

Several important points are highlighted by this trac-
ing. First is the fact that 1° AV block is rarely seen with
sinus tachycardia. This is because rapid heart rates usu-
ally result in shortening of the PR interval. Awareness of
this point should be the first clue that the small upright
deflection seen midway between QRS complexes in
lead V1 is unlikely to be a sinus P wave conducting with
1° AV block. The second important point about rhythm
interpretation that is illustrated by this tracing is in
showing how helpful it may be to always look for the
pause (even if brief) in the rhythm. Except for the very
first R-R interval on this tracing (which is longer than all
other R-R intervals), flutter waves are nearly completely
hidden by the QRS complex. Finally, note should be
made that the atrial rate of flutter in this rhythm
(220/minute) is slower than the usual range of 250-350
minute. This most probably is the result of antiarrhyth-
mic treatment with flecainide.   ■

ECG Review

By Ken Grauer, MD

Tachycardia with 1° AV Block

Figure. 12-lead ECG obtained from a 61-year-old woman diagnosed as having sinus tachycardia and 1° AV block.


	ecg: 


