
The WAVE Trial—More of the Same
A B S T R A C T  &  C O M M E N T A R Y

The women’s angiographic vitamin and estrogen (wave)
Trial was a randomized, controlled secondary prevention study.

This study enrolled 423 postmenopausal women with coronary ath-
erosclerosis already established at baseline by angiography. The
design was complicated, assessing progression of coronary artery
disease by serial angiography in 4 groups of women:

1. hormone therapy;
2. super doses of vitamin C (500 mg b.i.d.) and 

vitamin E (400 IU b.i.d.);
3. hormone therapy and vitamins C and E; and
4. placebo.

The hormone therapy consisted of daily 0.625 mg conjugated
equine estrogens, and when a uterus was present, the estrogen was
combined with 2.5 mg medroxyprogesterone daily. The mean age of
the women was 65 years and the mean length of follow-up was 2.8
years. The main conclusion was that neither hormone therapy nor
large doses of antioxidant vitamin supplements provided any cardio-
vascular benefit. Indeed, Waters and colleagues further state, “a
potential for harm was suggested with each treatment” (Waters DD,
et al. JAMA. 2002;288:2432-2440).

■■ COMMENT BY LEON SPEROFF, MD
The conclusions are based upon the angiographic outcomes in

the 320 women who completed follow-up studies. The lumen diam-
eters of the coronary arteries diminished in all groups and there
were no statistically significant differences comparing the groups.
There were also no significant differences in clinical events. Waters
et al point out that potential harm was observed with both treat-
ments. This was based upon an analysis that included both angio-
graphic change and clinical events, indicating a statistically signifi-
cant risk associated with hormone therapy (P = 0.45) and an
increased risk with vitamins that was of “borderline significance”
(P = 0.09).

Let’s look at these conclusions a little closer. You have to examine
the publication carefully, but there are 2 observations of note:
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1. The women receiving hormone therapy had a statisti-
cally significant greater prevalence of diabetes (asso-
ciated with both greater glucose and insulin levels);

2. The prevalence of statin use at baseline was nearly
60% and aspirin use at baseline was 85%. There is no
information regarding initiation of new statin or
aspirin treatment during the study.
Under the results, there exists a very important sen-

tence referring to the significant increase in risk reported
in the hormone users: “After adjusting for diabetes and
diabetes-related variables, the risk was no longer signifi-
cant.” And yet in the discussion, and in the abstract con-
clusion, Waters et al fail to repeat this sentence, unfairly
leaving the reader with the incorrect conclusion, that
hormone therapy increased cardiovascular risk. This is
another publication from the National Heart, Lung, and
Blood Institute (like the Women’s Health Initiative
[WHI] report) that chooses to emphasize a negative
effect of estrogen by providing a presentation that is less
than fair.

And that’s not all. About 20% of the study patients

failed to have follow-up angiography or clinical events,
and, even more importantly, 33% of the hormone users
didn’t take the prescribed medication (leaving only 114
women divided among 2 groups for analysis). The
power-to-detect effects was severely limited.

Notice the high percentage of statin and aspirin use at
baseline. Remember that there is good evidence that in
the presence of statins, the beneficial effect of estrogen
can no longer be detected. And, finally, are the numbers
influenced by new statin and aspirin treatment during
the duration of the study?—a very important issue that
must be addressed in the WHI data as well.

This study is limited in power by an inability to keep
patients in the study, its failure to balance the prevalence
of diabetes in its randomization of patients, and its influ-
ence by statin and aspirin treatment. It is reasonable to
add the WAVE trial to the evidence indicating that hor-
mone therapy is not indicted for the secondary preven-
tion of coronary artery disease (not a new lesson), but
the implication that hormone therapy was harmful is not
supported by the WAVE data.   ■

Cyclin E and Survival in
Patients with Breast Cancer
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The hazard ratio for death from breast can-
cer for patients with high total cyclin E levels as com-
pared with those with low total cyclin E levels was 13.3
to about 8 times as high as the hazard ratios associated
with other independent clinical and pathological risk
factors, including axillary node status. 

Source: Keyomarsi K. N Engl J Med. 2002;347:
1566-1575.

Keyomarsi and colleagues introduce their
article by noting that the prognosis for patients with

newly diagnosed breast cancer is determined primarily
by the presence or absence of metastases in draining
axillary lymph nodes. However, about one third of
women with breast cancer who are node negative suffer
a recurrence, and about one third of those with positive
nodes are free of disease at 10 years after local-regional
therapy. The lack of predictability about survival derived
from clinical disease stage and hormone receptor status
drives the search for better prognostic markers of breast
cancer survival. In this study, Keyomarsi et al examined
the correlation between survival and tumor markers in
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395 women with breast cancer followed for a median of
6.4 years. The molecular markers were cyclin E, cyclin
D1, cyclin D3, and the HER-2/neu oncogene. Keyomar-
si et al looked at levels of protein expression using West-
ern blot analysis and traditional immunohistochemical
techniques.

Cyclins are proteins that regulate cell growth. They
are known as mitogens because high levels cause cell
growth. Tumors often make aberrant versions of known
proteins, and such is also true for breast cancer cells and
cyclin E. In breast cancer cell lines, cyclin E is ampli-
fied, and the cyclin E protein is often constitutively over-
expressed. Some of these cell lines overexpress not only
the full-length version, but also up to 5 low-molecular-
weight isoforms. In this study, Keyomarsi et al used a
variety of assay methods to determine the levels of
cyclin E and other molecular markers. Clinical data
were obtained from tumor registries. Of the 114 patients
with stage I disease, 12 had a recurrence of breast cancer
and died of it with a median time to death of 4.1 years.
All 12—and only those 12 of the 114 patients—had a
high level of cyclin E. High levels of total cyclin E and
high levels of low-molecular-weight cyclin E as
assessed by Western blotting (but not by immunohisto-
chemistry) were associated with hazard ratios for death
from breast cancer of 33.0 and 20.8, respectively. In the
article, Table 2 shows the factors that independently pre-
dict death from breast cancer. Those factors and their
respective hazard ratios (with confidence intervals) are:
positive nodes 1.8 (1.2-2.8); stage IIIB-IV 1.7 (1.1-2.5);
negative estrogen-receptor status 1.8 (1.3-2.7); high
level of low-molecular weight cyclin E 2.1 (1.1-4.0);
and high total cyclin E 13.3 (5.8-30.2). Keyomarsi et al
conclude that identifying those patients with poor prog-
nosis breast cancer may spare some from the toxic sys-
temic therapies now routinely administered.  

■ COMMENT BY SARAH L. BERGA, MD
The reason to know about this study is that high lev-

els of cyclin E, as assessed by Western blotting, were
associated with a much larger hazard ratio for death
from breast cancer than any other known predictor. In
the accompanying editorial, Sutherland and Musgrove
(N Engl J Med. 2002;347:1546-1547) point out that
cyclin E may induce chromosomal instability, a hall-
mark of cells that metastasize and respond poorly to
chemotherapies, be they endocrine or cytotoxic. As they
note, it is metastases, not the rate of proliferation of the
primary tumor, which causes death from breast cancer.
Keyomarsi et al, in the source article, indicate the poten-
tial to identify patients who can be spared from aggres-
sive intervention. It would also be wonderful to know if

cyclin E correlates with past HRT use or whether “nor-
mal levels” can be used to identify patients likely to ben-
efit from subsequent use of HRT. As the study of
O’Meara so poignantly demonstrated, breast cancer sur-
vivors who used HRT lived longer and had fewer recur-
rences.1 Perhaps the patients who lived long enough to
take HRT belonged to the group already destined to sur-
vive by virtue of the breast tumor’s biology, including,
perhaps, low levels of cyclin E. In short, many of the
questions with which we struggle, such as whether HRT
causes breast cancer, make no sense unless breast cancer
as an entity behaves homogenously. The present study
makes evident that, indeed, not all breast cancers are the
same. The corollary, then, is that we should not treat the
primary breast cancers and the patients who have them
as “the same.” It is true that these findings are not ready
for prime time because the assay methods are not widely
available, but the lesson holds nonetheless. We must
continue to find ways to appropriately individualize
therapies, while eschewing simplistic assumptions about
sameness and behavioral homogeneity.   ■

Reference
1. O’Meara ES, et al. J Natl Cancer Inst. 2001;93:

754-762.

Outcomes of Endometrial
Cancer Patients Undergoing
Surgery With Gynecologic
Oncology Involvement
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Involvement of a gynecologic oncologist at
the time of primary surgery for endometrial cancer was
associated with comparable outcomes in both the uni-
versity and community hospital setting.

Source: Pearl ML, et al. Obstet Gynecol. 2002;100:
724-729.

Pearl and associates undertook this study to
compare the outcomes of patients with endometrial

cancer who had primary surgery with gynecologic oncol-
ogy involvement at university or community hospitals.
The patients were divided into 2 groups based on whether
their surgery was performed at a university or community
hospital. There were no significant differences between
the 2 groups with regard to Quetelet index; intervals
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between biopsy and consultation, consultation and
surgery, and biopsy and surgery; estimated blood loss;
incidence of operative or hospital complications; frequen-
cy of appropriate surgical staging; stage distribution; his-
tology or grade; and hospital stay. Patients at a university
hospital were significantly older, had a higher severity
index, and were more likely to have had a vaginal hys-
terectomy and participate in a research protocol. Both the
Quetelet index and the severity index were significantly
higher for patients who had vaginal hysterectomy than for
those who had either laparoscopically assisted vaginal
hysterectomy or total abdominal hysterectomy. When
analyzed by surgical approach, the frequencies of pelvic
and para-aortic lymph node sampling were comparable
between the groups. Both the Quetelet and severity
indices were significantly higher for patients who did not
have lymph node sampling. Pearl and colleagues con-
clude that involvement of a gynecologic oncologist at the
time of primary surgery for endometrial cancer was asso-
ciated with comparable outcomes in both the university
and community hospital setting.

■■ COMMENT BY DAVID M. GERSHENSON, MD
In recent commentaries on endometrial cancer, I have

raised some issues related to adequacy of surgical staging
comparing generalists with gynecologic oncologists.
Because most general obstetrician gynecologists are not
trained to perform lymph node sampling, they typically
take one of 3 approaches: 1) involve a gynecologic
oncologist; 2) involve another type of surgeon—general
surgeon, urologist, etc; or 3) do not perform lymph node
sampling. This article is focused on yet another impor-
tant question: Do endometrial cancer patients have com-
parable outcomes, regardless of the setting—community-
based vs university-based institutions? The simple
answer is yes, in this case. One university-based gyneco-
logic oncology group, operating in 2 university hospitals
and 5 community hospitals, was able to deliver the same
quality of care in these 2 distinct settings. Not surprising-
ly, university-based patients were older and had a signifi-
cantly higher preoperative severity index, reflecting the
fact that elderly and sicker patients are referred to a uni-
versity setting more frequently. Of course, these were the
same gynecologic oncologists operating in both settings.
We don’t really know how far we can extrapolate these
findings; for instance, would similar findings be achieved
if one compared a university-based group with a commu-
nity-based group? Although I would predict that the
answer is yes, we don’t know this from the present study.
In addition, I would underscore one other point not
emphasized by Pearl et al: community-based patients
were enrolled in clinical trials significantly less frequent-

ly than university-based patients—10% vs 26% (P =
.004). We need to develop the infrastructures to make
clinical trials more accessible to community-based
patients. The pediatric oncology community has been
very successful in this area, but the same is not true for
adult cancer patients and their physicians.   ■

Alcohol and Hormone 
Therapy Increase the 
Risk of Breast Cancer
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The Nurses’ Health Study reports an
increased incidence of breast cancer with daily alcohol
consumption, hormone therapy, and an additive effect
with greater drinking.

Source: Chen WY, et al. Ann Intern Med. 2002;137:
798-804.

Chen and colleagues from the nurses’ health
Study examined the self-reported questionnaire data

from their prospective cohort. Comparing the results to
nondrinkers and nonusers of hormone therapy, key
results were as follows:

An average intake of less than 1 drink daily did not
increase the risk of breast cancer. Analyses including
carcinomas in situ were similar. Past users of hormone
therapy did not demonstrate an increased risk. Risks
were similar comparing estrogen alone with users of
combined estrogen and progestin, but the numbers of
combination users were small. 

■■ COMMENT BY LEON SPEROFF, MD
The increase in risk for breast cancer associated with

postmenopausal hormone therapy in this report from the
Nurses’ Health Study is essentially the same as that previ-
ously reported. The new observation in their cohort of
nurses is that drinking 1.5-2 drinks of alcohol per day fur-
ther increases the risk. Speculation about a possible mech-
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Hormone Users Adjusted Relative Risks
For Invasive Breast Cancer

No alcoholic
intake < 5 yrs current use 1.45 (1.13-1.86)

> 5 yrs current use 1.31 (1.05-1.66)

1.5-2.0 drinks daily < 5 yrs current use 2.08 (1.41-3.08)

> 5 yrs current use 1.99 (1.41-2.79)



anism focuses on the well-known demonstration that
alcohol acutely increases the blood levels of estrogen. 

A limitation of the study is that nurses who consumed
1.5-2 drinks daily amounted to about 10% at the begin-
ning of the study in 1982 and decreased to about 7% a
decade later. Nevertheless, the conclusions are consis-
tent with other reports in the literature, and they are con-
sistent with the proposed biologic mechanism.

These results do not differ from that recently published
by the Women’s Health Initiative. The magnitude of the
breast cancer risk is in the same ballpark, and there
remains the unanswered question whether the results
reflect the effect of hormone therapy on pre-existing
tumors. However, the magnitude of the relative risks in
the Nurses’ Health Study (as well as their reliability) can
be questioned because of possible important differences
comparing hormone users and nonusers. Based on previ-
ous Nurses’ Health Study publications, the user group dif-
fers in several categories that affect the risk of breast can-
cer. Current hormone users in the study are more likely to
have a history of benign breast disease, to be nulliparous,
and to have given birth only once or twice. The Nurses’
Health Study investigators have never adequately
addressed this potential confounding of their results.

If the Nurses’ Health Study conclusions are correct,
the additive effects of hormone therapy and alcohol are a
finding that differs with the Women’s Health Initiative.
According to the Women’s Health Initiative, hormone
therapy did not further increase the risk of breast cancer
associated with other risk factors. However, the actual
data were not provided and it is not entirely clear that the
relationship between alcohol consumption and hormone
therapy was adequately examined.

Basically, this report should change our interaction
with patients only by further increasing our concern for
women who drink alcohol daily and consume more than
1 drink daily.   ■

Luteal Phase 
Sertraline and PMDD
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Sertraline was significantly more effective
than placebo when taken during the luteal phase for
PMDD.

Source: Halreich U, et al. Obstet Gynecol. 2002;100:
1219-29.

In a busy office practice of obstetrics and gyne-
cology, one of the clinical presentations that can bring

to a grinding halt even a smoothly running schedule is
severe premenstrual syndrome (PMS) or premenstrual
dysphoric disorder (PMDD). A severe subtype of pre-
menstrual syndrome, PMDD is a specifically defined
condition listed in the Diagnostic and Statistical Manual
of Mental Disorders, 4th edition (DSM-IV). 

This group of well-known researchers in this field of
study present data from 14 psychiatric and gynecologic
outpatient clinics in the United States and Canada. The
study was well designed, screening out inappropriate
subjects on both retrospective and prospective bases.
This makes such a study that much more significant, as
the literature is filled with poorly designed studies with
unacceptable inclusion/exclusion criteria.

Appropriate subjects were randomized in a double-
blinded fashion, to 3 months of luteal phase therapy with
either sertraline or placebo. The initial dose was sertra-
line 50 mg per day (or the placebo equivalent) during the
luteal phase. The dose could be increased to 100 mg (or
the comparable placebo) if the patient’s response were
deemed inadequate by Halreich and colleagues. Two
hundred eighty-one patients entered the study. Superior-
ity of sertraline over placebo was seen by the end of the
first treatment cycle and persisted throughout all 3
cycles of double-blind therapy. Categories of improve-
ment included mood and behavioral measurements
(depressive symptoms, anxiety, and irritability), cogni-
tive functioning/concentration, and quality of life (social
functioning, interference with hobbies, and productivi-
ty). Not only was the medication effective, but it was
also well tolerated, with less than 8% discontinuing
treatment because of adverse events. Not surprisingly,
physical symptoms were not improved. 

■■ COMMENT BY FRANK W. LING, MD
Although funded by industry, this study need not be

viewed with skepticism and/or cynicism. Halreich et al
have a track record of quality research, and the size of
the study, as well as the strict entry criteria, make for
good science. This latest piece of the PMDD/severe
PMS treatment story provides the clinician another use-
ful tool in dealing with a challenging scenario. 

The astute practitioner will not view this as the
panacea for the wide range of patients who present with
premenstrual symptoms. Instead, the use of sertraline or
another serotonergic agent will be find its proper role in
each clinician’s own “algorithm” in treating
PMS/PMDD. Since the current state of knowledge of
the underlying pathophysiology suggests that there is a
normal hypothalamic/pituitary/ovarian axis that triggers
an abnormal serotonin response, many treatments prof-
fered in the past have now fallen out of favor. Given the
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literature suggesting benefit of behavioral and/or phar-
macologic intervention, a stair-step approach is often
found to be useful:
Step 1 (Behavioral): validation of symptoms to the

patient; low-fat, vegetarian diet; elimination of caf-
feine; reduction of salt intake; prospective monitoring
of symptoms;

Step 2 (Dietary supplements and nonprescription med-
ications): calcium carbonate, chasteberry extract,
pyridoxine (vitamin B6), and nonsteroidal anti-
inflammatories;

Step 3 (Prescription medications): hormonal (some oral
contraceptives, danazol, gonadotropin-releasing hor-
mone analogues) and selective serotonin reuptake
inhibitors (SSRIs).
With previous publications demonstrating that other

SSRIs also can be used effectively during luteal phase
dosing, sertraline can logically take its place as a poten-
tial first choice among a group of comparable medica-
tions. With the use of luteal phase dosing, patients and
their physicians are potentially able to see a rapid
response to treatment. In addition, the concern over tak-
ing a pill every day that is often voiced by patients can
be avoided. 

Differentiating this condition from true depression
remains a critical decision. Although it’s certainly con-
venient that antidepressants are also effective for
PMDD, it remains of paramount importance to deter-
mine what the condition is. Prescribing sertraline during
the luteal phase as reported here should be reserved for
those patients whose diagnosis and symptom severity
warrant its use.   ■

Maternal Diabetes and 
Infant Malformations
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Women with pregestational diabetes or ges-
tational diabetes plus fasting hyperglycemia have a 3-
to 4-fold increased risk of infant malformations, where-
as women with mild gestational diabetes have malfor-
mation rates no different than the general nondiabetic
obstetric population.

Source: Sheffield JS, et al. Obstet Gynecol. 2002;100:
925-930.

Sheffield and colleagues recently reviewed
data from Parkland Hospital between 1991 and 2000

during which time pregnant patients were compulsively
screened for diabetes. The institution’s computerized
database allowed Sheffield et al to track outcome in each
of the 145,196 patients delivering during this period.
Pregestational diabetics were diagnosed before pregnan-
cy. Gestational diabetics were broken down into those
with elevated fasting blood sugars (A2) and those with
normal fasting levels (A1). 

About 2% of the population screened was diagnosed
to have gestational diabetes, 10% of which had elevated
fasting glucoses. Pregestational diabetes was noted in
0.3% of the study group. 

The incidence of all malformations in the pregestation-
al diabetes was 6.1%, 4.8% in the A2 diabetics, and 1.2%
in the A1 diabetics, compared with 1.5% in the nondia-
betic population. The odds ratio was 4.4 (CI, 2.9- 6.6) for
pregestational diabetes, 3.4 (CI, 1.9-6.2) for A2 diabetics,
and 0.8 (CI, 0.5-1.2) for A1 diabetics, compared with
nondiabetics. The overwhelming majority of the anom-
alies involved the central nervous system and heart.

■■ COMMENT BY JOHN C. HOBBINS, MD
The prevalence rate of anomalies in the study of only

1.5% suggests incomplete ascertainment of anomalies at
birth (this rate is usually well above 2%). Nevertheless,
the message is quite clear. Pregestational diabetics have
a very high rate of anomalies and those gestational dia-
betics with elevated fasting blood sugars have an anom-
aly rate that almost equals those diagnosed before preg-
nancy. Most importantly, a normal fasting glucose level
during organogenesis assures the patient of a risk that is
no greater than found in the overall normal glycemic
population. 

Although this makes intuitive sense, this study backs
up, with large numbers implications, made from past
observations. Glycosolated hemoglobin (Hb A1C) has
been used to assess the status of glucose tolerance many
weeks before the test is drawn, and if sampled in the
second trimester, can give the clinician an indirect idea
of glucose levels in the first trimester, when the neural
tube is closing (20-29 days postconception) and the
heart is being formed. Those with normal fasting glu-
coses can be reassured that their risk of anomalies is no
greater than the overall population (from conception
until 8 ½ menstrual weeks). Many studies have shown
that the higher the Hb A1C, the greater the chance of
fetal anomalies. 

Although every patient with any type of diabetes should
have a very detailed second trimester ultrasound evalua-
tion to rule out fetal anomalies, an enlightened regimen
might now include a first trimester ultrasound evaluation
in all diabetics and a later fetal echocardiogram in some. 



The recent thrust of early prenatal diagnosis has been
centered around the assessment of fetal nuchal translu-
cency (NT) in screening for Down syndrome. There has
been important fallout information regarding fetal heart
anomalies. Six to 7% of fetuses with an increased NT
will have a cardiac defect. Approximately 40% of fetus-
es with cardiac anomalies will have an NT above the
95th percentile. Also, the larger the NT, the greater the
chance of a cardiac abnormality. 

If the NT is normal, the chances of a cardiac anomaly
diminishes appreciably and the patient can be reassured
but not to the point of excluding a detailed fetal evalua-
tion later in pregnancy. If the NT is increased, then diag-
nostic scrutiny should be heightened and particular
attention should be paid to the heart in the second
trimester. Reports are emerging regarding very early
(first trimester) and somewhat later (14-16 weeks) diag-
nosis of fetal heart anomalies. However, in general,
based on the general experience of ultrasound practition-
ers in the United States, the bigger the target the better
the accuracy of the diagnosis of cardiac defects. 

Regarding central nervous system defects, an early
maternal serum triple screen (MSAFP), combined with
a detailed ultrasound examination in the second
trimester by a very experienced operator, should allow
the exclusion of spina bifida in virtually 100% of cases.
(Anencephaly will have been excluded in the 11-13
week scan.) Caudal regression syndrome is almost
pathognomonic for diabetes, but fortunately is very rare
in diabetics and this should be identified in either the

early or second-trimester scan. 
Last, the full fetal echocardiogram can be booked for

pregestational and A2 diabetics after 18-20 weeks of
gestation, when accuracy is optimized. Many of the
most troublesome cardiac anomalies should be picked
up during the earlier scan, and the full fetal echocardio-
gram should add the necessary icing on the cake to iden-
tify the odd major anomaly missed earlier and to aid in
the management of a fetus with a more subtle problem
requiring special attention after birth.   ■

Reference
1. Hyett JA. Prenat Diagn. 2002;22:864-868.

CME Questions
1. In a study comparing outcomes of endometrial cancer patients

undergoing surgery with gynecologic oncology involvement in
community-based vs university-based hospitals, all the follow-
ing parameters were similar except:
a. Length of hospital stay
b. Appropriateness of surgical staging
c. Preoperative severity index
d. Frequency of complications
e. Estimated blood loss

2. Which of the following best predicts death from breast cancer?
a. Tumor stage
b. Axillary node status
c. Cyclin E
d. HER-2/neu oncogene
e. Estrogen receptor status
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3. The following statements are true regarding the associations
between alcohol and hormone therapy with the risk of breast
cancer except:
a. One beer or one glass of wine, even if consumed daily, is not

associated with an increased risk of breast cancer.
b. The breast cancer results in this new report from the Nurses’

Health Study are in agreement with their previous reports.
c. The Nurses’ Health Study is a randomized clinical trial.
d. According to the Nurses’ Health Study, alcohol consumption

and postmenopausal hormone therapy are independent risk fac-
tors for breast cancer.

4. The following statements are true regarding the WAVE trial
except:
a. The WAVE trial did not study apparently normal women.
b. The WAVE trial could not compare women who used only

estrogen with those who used a combination of estrogen and
progestin.

c. The alleged adverse effects reported could reflect an imbalance
among the treated groups of subjects with diabetes.

d. Interpretation of the WAVE results was warranted and 
appropriate.
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After years of legal wrangling, the FDA has
approved loratadine (Claritin, Schering-
Plough) as an over-the-counter (OTC)

product for the treatment of seasonal rhinitis.
Loratadine is considered a nonsedating antihis-
tamine, and its OTC approval was linked with the
FDA's work with the National Transportation
Safety Board to improve public awareness about
the concerns of drowsiness while driving associ-
ated with older antihistamines. The OTC switch
also comes within months of loss of patent protec-
tion for loratadine and the entry into the market
of generic equivalents. The OTC switch applies to
all 5 formulations of Claritin, and at least 1
generic house plans to market “Reditabs.”
Meanwhile, Schering-Plough continues to aggres-
sively market desloratadine, the active metabolite
of loratadine under the trade name Clarinex, in an
attempt to protect its $3 billion Claritin market.

Simpler Atrial Fibrillation Management
Management of atrial fibrillation (AF) may be

simpler in the future based on the results of 2
studies published in the December 5, 2002, N
Engl J Med. The larger of the 2 studies (AFFIRM)
enrolled more than 4000 patients in the United
States and Canada with AF and at least 1 other
risk factor for stroke such as hypertension, coro-
nary artery disease, diabetes, congestive heart
failure, or age older than 65. Patients were ran-
domized to a rhythm control strategy with car-
dioversion followed by amiodarone, sotalol,
propafenone, or older antiarrhythmics such as
procainamide or quinidine; or a rate control strat-
egy with digoxin, beta-blockers, and/or calcium
channel antagonists. All patients in both groups
were anticoagulated with warfarin. The primary
end point was overall mortality. The 5-year death

rate was 23.8% in the rhythm control group and
21.3% in the rate control group (P = 0.08).
Rhythm control was associated with more hospi-
talizations and more adverse drug effects. In the
second study from The Netherlands, 522 patients
with persistent AF after electrical cardioversion
were randomized to treatment aimed at rate con-
trol or rhythm control. Both groups received oral
anticoagulation, and the composite end point was
death from cardiovascular causes as well as
bleeding, implantation of a pacemaker, or severe
adverse effects of drugs. After a mean duration of
nearly 2.5 years, the primary end point occurred
in 44 patients in the rate control group (17.2%)
and 60 patients in the rhythm control group
(22.6%) (P = 0.11). Although both studies showed
trends toward adverse outcomes with rhythm
control, neither study reached statistical signifi-
cance. The authors of both studies suggest that a
rate control strategy for the treatment of AF is at
least as good as the rhythm control strategy. In an
accompanying editorial, Michael D. Cain, MD,
states that “on the basis of these data, rate control
can now be considered a primary approach to the
treatment of atrial fibrillation.” He also suggests
that nonpharmacologic treatments for AF will
still be pursued with the goal toward maintaining
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sinus rhythm (N Engl J Med. 2002;347:1825-1833;
1834-1840; 1883-1884).

Oral Anticoagulation Vs Aspirin in AF
In a related study, oral anticoagulation was

found to be superior to aspirin in preventing
stroke in patients with atrial fibrillation (AF) or
paroxysmal AF. The study was a pooled analysis
of 6 trials of more than 4000 patients who were
randomized to receive therapeutic doses of oral
anticoagulant or aspirin with or without low-
dose oral anticoagulants. Patients receiving oral
anticoagulation were significantly less likely to
experience stroke (2.4 vs 4.5 events per 100
patient years; hazard ratio [HR], 0.55), ischemic
stroke (HR, 0.48), or cardiovascular events (HR,
0.71) but were more likely to experience major
bleeding (2.2 vs 1.3 events per 100 patient years;
HR, 1.71). Anticoagulant therapy also showed
benefit on all-cause mortality but only after 3
years of therapy. Interestingly, more benefit was
seen for anticoagulation vs aspirin in patients
younger than 75 compared to those 75 years or
older. A lesser benefit was also seen for women
compared to men. The authors suggest that oral
anticoagulation is more effective than aspirin in
decreasing the risk of stroke and other cardiovas-
cular events in patients with nonvalvular AF
(JAMA. 2002;288:2441-2448).

Immunization Does Not Cause Autism
A new study should put an end to concern

regarding the MMR (measles, mumps, and
rubella) vaccine and its possible link to autism.
Researchers in Denmark looked at the records of
all children born between January 1991 and
December 1998, representing a cohort of almost
540,000 children. Of those, 82% (440,655) received
the MMR vaccine. In the cohort, 316 children
were diagnosed with autism and 422 were diag-
nosed with other artistic spectrum disorders.
After adjustment for potential confounders, the
relative risk for artistic disorder in the vaccinated
children compared to the unvaccinated was 0.92
(95% CI, 0.68 to 1.24). The relative risk for other
artistic spectrum disorders was 0.83 (95% CI, 0.65
to 1.24). The authors also looked for a possible
association between age at the time of vaccina-
tion, the time since vaccination or the date of vac-
cination, and development of artistic disorder
and found no relationship. They also found no
temporal clustering of cases of autism at any time
after immunization (N Engl J Med. 2002;347:1477-
1482).

Statins May Lower CRP Levels
C-reactive protein (CRP), an inflammatory

marker, has shown to be a strong predictor of car-
diovascular events, perhaps even more predictive
then LDL cholesterol levels (N Engl J Med. 2002;
347:1557-1565). Most physicians have looked at
these studies with interest but have been unsure
what to do with an elevated CRP level in an indi-
vidual patient. Perhaps even more importantly, it is
unclear whether lowering CRP affects cardiovascu-
lar outcomes. Until an answer is found to this
important question, an increasing body of evidence
is suggesting that statins may lower CRP levels.

Simvastatin Reduced CRP Plasma Levels
A recent study reviewed the use of simvastatin

in 130 patients with mixed hyperlipidemia and
195 patients with hypertriglyceridemia in a
placebo-controlled, double-blind trial. After 6
weeks of treatment with simvastatin 20, 40, and
80 mg, significant reductions in CRP plasma lev-
els were noted vs placebo (P < 0.05) (Am J Cardiol.
2002;90:942-946). CRP lowering by statins
appears to be a class effect with multiple reports
of benefit with various statins in the last 2 years.

FDA Actions
Roche’s pegelated interferon alfa-2a (Pegasys)

has been approved for use in combination with a
ribavirin for the treatment of hepatitis C. The
drug was approved in October 2002, but Roche
has been eagerly awaiting the approval for com-
bination treatment in order to compete with
Schering-Plough’s Peg-Intron/ribavirin combina-
tion for the same indication.

Eli Lilly has received approval to market atom-
oxetine (Strattera) for the treatment of attention
deficit hyperactivity disorder (ADHD). Unlike
other drugs for this indication, atomoxetine is not
a stimulant and is not listed as a controlled sub-
stance. Rather, the drug is a selective nore-
pinephrine reuptake inhibitor, which seems to
play a role in regulating attention, impulsivity,
and activity levels. Strattera is approved for treat-
ment of ADHD in children, adolescents, and
adults.

Eli Lilly has also received approval to market
teriparatide injection (Forteo) for the treatment of
osteoporosis in postmenopausal women who are
at high risk for fracture. Teriparatide is a portion
of human parathyroid hormone, which stimu-
lates new bone formation in the spine and hip.
The drug is given by daily injection in the thigh
or abdomen.   ■
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