
VBAC Revisited
A B S T R A C T  &  C O M M E N T A R Y

In some hospitals vaginal birth after cesarean (vbac) has
been eliminated as an option for patients having had previous

Cesarean sections. Although the major reason stated for this posi-
tion has been risk of uterine rupture, there is more to this stance
which involves potential liability and the inconvenience to
providers of having to be immediately available for the duration of
these patients’ labors.

The NICHD network recently tackled the job of nailing down
(again) the real risk of rupture during VBAC. In an observational
multi-center trial, Landon and colleagues reviewed outcome data
from 17,898 women opting to have VBAC and 15,801 women hav-
ing elective repeat Cesarean sections. Landon et al were predomi-
nantly interested in the rate of symptomatic uterine rupture, which
was 7/1000 in the VBAC group and the incidence of neonatal
encephalopathy, which occurred in 12 cases in the VBAC group
(and in none of the elective Cesarean group). Actually, only 7 of
these cases of hypoxic encephalopathy were associated with uterine
rupture. The remaining 5 were seemingly secondary to fetal com-
promise before and during in labor. Landon et al lumped together
the 12 cases which resulted in a rate of neonatal encephalopathy of
0.46 per 1000 at term in those electing to have a trial of labor, but
actually was only 0.27 per 1000 when associated with uterine rup-
ture. 

The need for transfusion and the complications of postpartum
endometritis was higher in the VBAC group, but the need for hys-
terectomy was no different between groups (Landon MB, et al. N
Engl J Med. 2004;351(25):2581-2589).

■■ COMMENT BY JOHN C. HOBBINS, MD 
From this study (and others), it is clear that there is a risk of

symptomatic uterine rupture and neonatal encephalopathy in
patients with VBAC but it very small (< 1:1000). The incidence of
neonatal encephalopathy in the VBAC group without rupture was
identical to the overall rate of this condition reported in all laboring
patients (1.6 per 10,000). 

What was somewhat under-played was the association between
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rupture and the use of oxytocics either to induce (1%) or
augment labor (0.9%). Interestingly, the rate of rupture
of spontaneous labor in VBAC was only 0.4% which
gave a likelihood ratio of 1.0. 

Landon et al were not able to detect a major effect of
prostaglandins. However, a very recent investigation has
shown that uterine rupture with oxytocin tended to occur
more frequently away from the uterine scar in 64% of
cases, while those in whom prostaglandins were used
had a rupture in the old scar in 90% of cases.1 This sug-
gested that prostaglandins had a direct scar softening
effect which is certainly not a desired tendency when
attempting a VBAC. 

The Cesarean rate is now 26% and climbing. To me,
there is no doubt that there should be a well ensconced
place for VBAC in those motivated to have it (after
being presented with the above information). From the
available information, the success rate is good (it was
73% in the above study), and the risk of rupture, espe-

cially if oxytocics are avoided is extremely low. If rup-
ture is avoided the risk of neonatal encephalopathy is no
greater than for any laboring patient.  ■

Reference
1. Buhimschi CS, et al. BJOG. 2005;112:38-42.

Effects of a Low-Glycemic
Load Diet on Resting 
Energy Expenditure and
Heart Disease Risk Factors
During Weight Loss
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The effect of caloric restriction upon metabo-
lism was gated by whether sugars or fats were preferen-
tially restricted. A low-glycemic load diet (glucose
restriction) yielded more favorable biochemical profiles
than restricting fats. 

Source: Pereira MA, et al. JAMA. 2004;292:
2482-2490.

Glycemic load refers to the effect of food
intake upon subsequent blood glucose levels. All

else being similar, a lower glycemic load diet results in a
lower postprandial blood glucose and better satiety. In
contrast, a high-glycemic load diet appears to elicit hor-
monal changes that stimulate postprandial hunger and,
therefore, increases postprandial food intake. High-
glycemic load diets therefore may predispose to obesity. 

Resting energy expenditure is essentially the same as
what used to be termed basal metabolic rate. The higher
the basal metabolic rate, the more calories the body
burns independent of physical or mental exertion. It has
been argued that individuals with a genetically endowed
lower basal metabolic rate are prone to obesity and that
they have difficulty losing weight because their BMR
falls even lower during calorie restriction. 

The present study was undertaken to determine if the
kinds of calories that are restricted during weight loss
matter in terms of basal metabolic rate and lipoprotein
profile. Two types of energy restriction (ie, diets) were
compared. One diet was low in fat but had a high
glycemic index and was similar to what is currently rec-
ommended. The other diet had a low glycemic index but
was higher in fat content. In the short term, both diets
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led to equivalent amounts of weight loss in overweight
individuals with a body mass index > 27. 

The study found that a lower fat, higher glycemic diet
(as compared to higher fat, lower glycemic diet) led to
higher insulin and glucose levels (greater insulin resis-
tance) and lower basal metabolic rate (lower resting
energy expenditure) despite equivalent weight loss and
similar changes in body composition. The lipoprotein
profile was better in those who consumed a higher fat
but low-glycemic load diet. Pereira and colleagues spec-
ulate that the small changes associated with a higher fat
and low-glycemic load diet, when summed across a
longer time frame, would make a considerable differ-
ence in health outcomes and weight change. 

■■ COMMENT BY SARAH L. BERGA, MD
A subtitle for this article might be: Metabolism Made

Simple. Pereira et al have done an artful job of making
an exceedingly complicated topic understandable. This
is a topic of considerable interest to patients. Patients
seem to know that how they diet matters, but they would
also like to be reassured that their intuitions are on tar-
get. Indeed, with the flood of recommendations avail-
able, it is extremely confusing for physicians and
patients alike to make sense of all the hype. Enter the
present clinical investigation. Not only is this study
expertly and cleverly designed, the results are also sim-
ply conveyed. If you have any interest in this topic, read
this article. It will be worth your investment in time and
cognitive energy. I have heard many patients tell me that
when they are dieting they are very “sensitive” to food
types. Many report a sense of malaise when they eat the
“wrong” foods. The present study found that subjects
who ate a lower glycemic, higher fat diet has less
malaise and less hunger. It appears that they were able to
sustain their dieting for longer as well.

It has been hypothesized that the reason patients do
not continue to lose weight during dieting is that the
body “defends against” ongoing weight loss by decreas-
ing resting energy expenditure (basal metabolic rate). A
variety of physiological mechanisms may exist to limit
weight loss in the face of ongoing caloric restriction, but
the present study was not designed to address the topic
of metabolic mechanisms. Instead, Pereira et al sought
to answer the question as to which diet is best for fore-
stalling this otherwise important adaptive response in
resting energy expenditure to self-imposed famine.
Their results suggest that this compensatory physiologi-
cal response to fuel restriction, ie, failure to continue to
lose weight due to slowing of basal metabolic rate, is
gated in part by dietary composition. Paradoxically,
higher fat diets yield higher resting energy expenditure

and therefore, across longer time intervals, should afford
greater weight loss. Conventional wisdom dictates just
the opposite, ie, lower fat diets are supposed to result in
both better lipoprotein profiles as well as better metabol-
ic outcomes. The present study challenges this dictum
by showing that diets with low-glycemic load but higher
fat content improve lipoprotein profiles and preserve
basal metabolic rate, thereby allowing ongoing weight
loss. Further, Pereira et al point out that individuals
experiencing a larger decline in resting energy expendi-
ture during weight loss may feel more fatigued, colder,
and hungrier and that these symptoms make adherence
with dieting more difficult. In summary, the higher fat,
lower glycemic load diet is better on all counts. Dieting
may also compromise mood and cognitive powers, but
the present study did not examine these end points. It
remains to be seen, then, which diets are best for key
brain outputs, but my limited clinical and personal expe-
rience would suggest that low-glycemic, higher fat diets
are better for the brain, too!   ■

Immunotherapy for Consoli-
dation Treatment of Ovarian
Cancer—Is This the One?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Consolidation therapy with oregovomab did
not significantly improve TTR overall. A set of confir-
matory phase III studies has been initiated to determine
whether the SFLT population derives benefit from ore-
govomab treatment.

Source: Berek JS, et al. J Clin Oncol. 2004;22:
3507-3516.

It has been well described and consistently
reported that more than half of advanced ovarian can-

cer patients achieving complete clinical remission
(CCR) following primary surgery and chemotherapy
will ultimately recur—the majority within 3 years of
treatment completion. This observation has prompted
many clinicians and researchers to evaluate alternative
treatment strategies to improve, in the short term, the
duration of remission—in the long term, overall sur-
vival. Berek and colleagues evaluated a novel
immunotherapeutic agent, oregovomab (Ovarex™), in
this setting with the primary objective of improving
time-to-treatment relapse (TTR). 

The study methodology was a randomized, double-
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blinded, placebo controlled trial where patients who had
undergone a maximal effort at surgery and chemothera-
py and who had achieved CCR were offered participa-
tion. The agent, oregovomab, is a murine-derived mono-
clonal antibody with high affinity for CA-125—the
tumor-associated antigen present in more than 90% of
non-mucinous epithelial ovarian cancers. Oregovomab,
or placebo, was administered to patients at baseline, 4
weeks and 8 weeks after enrollment and then every 12
weeks to 2 years in the absence of tumor progression or
toxicity. Tumor recurrence was documented by CT
imagery, as the effect of CA-125 immunotherapy on
endogenous CA-125 values was not known. Although
collected, these values were blinded to Berek as well.
Enrollment goals were powered to detect a 50%
improvement in TTR with oregovomab. Stratification
variables as well as quality-of-life (QOL) parameters
were assessed. Overall, the therapy was well tolerated,
with few severe adverse events recorded. Likewise,
QOL parameters were seemingly unaffected by treat-
ment compared to placebo. Unfortunately, the primary
end points were not achieved—no improvement in TTR
was detected with oregovomab therapy (13.3 mos vs
10.3 mos; P = 0.71). 

Survival data were immature and not presented. In
the evaluation of risks for relapse, performance status,
CA-125 values before the third cycle of chemotherapy,
and baseline CA-125 values were identified as prognos-
tic. Subgroup analysis taking these factors into account
identified a population that may benefit from oregov-
omab therapy, demonstrating more than twice the medi-
an TTR in treated patients vs controls. Berek et al con-
cluded that while this consolidation strategy did not sig-
nificantly improve TTR, the exploratory, hypothesis-
generating subgroup analysis provided information to
support planned and ongoing clinical trials in selected
patients.

■■ COMMENT BY ROBERT L. COLEMAN, MD
One of the more difficult aspects of ovarian cancer

management is making a solid and convincing recom-
mendation regarding “what to do next” following initial
successful therapy. At our disposal are a smorgasbord of
options including surgery, observation and additional
therapy. Currently, while surgery predominately repre-
sents another diagnostic modality for treatment plan-
ning, the “second-look” or “reassessment” operation
itself is generally not considered standard therapy
because we have yet to clearly document that doing the
procedure actually improves survival. Indeed, even
among those patients deemed in complete remission by
pathological assessment, approximately 40-50% will

ultimately recur. This event occurs principally from
growth of undocumented foci of microscopic or small-
volume residual disease. In this regard, additional or
consolidation therapy is aimed at addressing this (likely
present) disease. Informed counseling involves explain-
ing these clinical facts, providing some estimation of
their personal recurrence risk (based on previous find-
ings at surgery, response to therapy by direct or surro-
gate measures and current disease status) and reviewing
the clinical data of trials that have been conducted in this
arena. All of these are a challenge to do, but the latter
can also be confusing and frustrating to patients who
naturally want to maximize their odds of cure.

The confusion stems from the plethora of phase II and
III trials that have been conducted in this setting, includ-
ing hormones, vitamins, radiation, chemotherapy (stan-
dard and high dose), radioimmunoconjugates, immune
therapy, vaccines, gene therapy, biologics, complemen-
tary medicines, and holistic approaches. The delivery is
local, regional or systemic and may be relatively invasive
and toxic. The frustration (for patients and health care
providers) stems from the lack of clear benefit (survival),
particularly when one of these “promising” strategies or
modalities fails to achieve its anticipated effect when
evaluated in formal randomized investigation. To date,
the only randomized trial that has demonstrated a clear
survival, albeit progression-free survival, advantage has
been the GOG/SWOG 178 trial, which found significant
improvement in this end point after an additional year of
paclitaxel chemotherapy. Of note, 24% of patients ran-
domized to the 12-cycle arm experienced clinical rele-
vant neurotoxicity (grade II/III). The median gain to
patients was 7 months and, as discussed in an earlier edi-
tion of OB/GYN Clinical Alert,1 some authors have
raised the question as to whether similar survival may be
achieved by simply adopting a “wait and treat” policy. 

The current trial with oregovomab seems to follow suit
with most other agents evaluated in this setting.2-4 While
unique and interesting in its mechanism of action, the pri-
mary objective was not reached. However, all is not lost in
that, as is often the case, good clinical design has allowed
for preliminary evaluation of other exploratory hypothe-
ses. In the current trial, two important observations were
discussed: mounting of individual human anti-mouse
antibody (HAMA) titers and subgroup patient selection.
In both of these cases, interesting findings have ushered
development of follow-up protocols, which may allow
this immuno-targeted strategy to succeed in the treatment
of advanced ovarian cancer.   ■

References 
1. Coleman R. OB/GYN Clinical Alert. 2004;21(8):61-62.
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Improving the Use of 
Prophylactic Antibiotics
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Instituting a policy for prophylactic antibi-
otics can increase their appropriate use.

Source: DiLuigi AJ, et al. J Reprod Med. 2004;49:949.

Diluigi and colleagues in rhode island com-
pared the outcomes of 400 patients undergoing hys-

terectomy with 686 hysterectomy cases performed prior
to the institution of a policy for prophylactic antibiotics.
Abdominal, vaginal, and laparoscopic cases were
included, with the primary aspects being rates and tim-
ing of preoperative antibiotic administration as well as 
postoperative febrile morbidity. The rate of antibiotic
administration went from 50% to 91%. Febrile morbidi-
ty was 14% prior to the policy, and 11% afterwards.
Because of the well-established body of literature that
supports the use of antibiotics prior to hysterectomy, the
authors demonstrate that implementing a policy within
an institution may be needed to improve the practice of
evidence-based medicine.

■■ COMMENT BY FRANK W. LING, MD
Take note. Each of our hospitals can make a differ-

ence in how medicine is practiced. Given good data,
how medicine is practiced can be affected by good hos-
pital policy. This study is both simple and imposing. It is
simple because it shows a simple outcome: you can
markedly increase the appropriate use of antibiotics
prior to hysterectomy. The implications for each of us at
each of our hospitals are imposing: we can improve the
way that evidence-based medicine is practiced if we
choose to do so.

This publication is the second part of a Quality
Improvement Initiative at Women and Infants Hospital.
DiLuigi et al had already determined that only half of
the patients were getting antibiotics prior to hysterecto-
my. By policy, patients were now to get cefazolin 2 gm
(clindamycin 900 mg if allergic to penicillin or
cephalosporin). The attending physician had to actively
cancel the order for the patient not to receive the antibi-
otic. Not surprisingly, the patients who did not receive

the antibiotics had a higher rate of febrile morbidity.
These numbers were too small, however, to be analyzed
separately. Those with fever, however, were hospitalized
significantly longer.

It is well-established that the goal of administering
antibiotics is to achieve tissue and blood levels prior to the
procedure. Additional doses have been recommended if
blood loss exceeds 1500 cc or the surgical time exceeds 1-
2 half-lives of the antibiotic. Despite sound scientific liter-
ature, use of prophylactic antibiotics remains spotty. These
data from 2000 should make us notice what is happening
in our respective hospitals.

I am certainly a proponent of quality of care, but also a
proponent of a physician’s ability to make clinical deci-
sions independently. In this case, I am comfortable sug-
gesting an application of this study that could be useful in
all of our hospitals. As a simple review, the hospital can
see if prophylactic antibiotics are being used prior to hys-
terectomy—be they abdominal, vaginal, or laparoscopic.
The medical staff’s active participation will make this a
painless and potentially useful review. If there is room for
improvement, a protocol might be considered, something
as simple as routine orders for pre-operative antibiotics
before any hysterectomy that the attending surgeon must
actively cancel in order for the protocol not to apply.
Short of a protocol, the physicians, acting as a group,
might make a recommendation that prophylactic antibi-
otics be used. Then, only if there remains a discrepancy
between appropriate use and real use, would the depart-
ment consider implementing a protocol.

The goal here is quality of patient care. Something as
simple as prophylactic antibiotics prior to hysterectomy
would seem to be a no-brainer. In one of the hospitals
where I do surgery, I don’t have to worry whether a
patient fulfills the criteria for sequential compression
boots. There is a protocol in place and they are applied
before I even pre-op the patient in the holding area. My
life is simpler and I’m glad the medical staff took these
steps. What about other examples? I know that antibi-
otics have been shown efficacious for Cesarean deliver-
ies for sure. A protocol for that wouldn’t be a bad idea.
My urogynecology partner recommends that prophylac-
tic antibiotics be used anytime a sling is used for inconti-
nence. The data to support this are few, but this is what
he does. Maybe a protocol for that is still a ways away.

I think you get the point. Look around at your prac-
tice, your hospital, your environment. Would your
patients and those of the other OB/GYN physicians
benefit from the collective wisdom of all the doctors
and the literature? This article would provide a model
by which significant changes can be made in a painless
and effective fashion.   ■
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Special Feature
The WHI-Wayne 
State Fracas
By Leon Speroff, MD

Women’s health initiative (whi) investigators
from Wayne State University performed an analy-

sis using the WHI database and presented the results at
the 2004 annual meeting of the American Society of
Reproductive Medicine (ASRM).1,2 An oral presentation
entitled Adverse Cardiovascular Disease Outcomes Are
Reduced in Women with a History of Oral Contraceptive
Use was selected as the prize paper by the ASRM-affili-
ated organization, the Society of Reproductive
Endocrinology and Infertility. This analysis concluded
that previous users of oral contraceptives (OCs) had a
reduced risk of various cardiovascular outcomes, includ-
ing hypercholesterolemia, angina, myocardial infarc-
tion, transient ischemic cerebrovascular attacks, and
peripheral vascular disease. Another presentation indi-
cated that previous users of OCs had reduced cancer
risks (endometrial, ovarian, and breast).

Two months later, the presentation on the effects of
oral contraception on cardiovascular disease drew a crit-
ical response from the director of the WHI, Barbara Alv-
ing, MD, who is also the acting director of the National
Heart, Lung, and Blood Institute. Alving issued a state-
ment revealing that the work from Wayne State had been
reviewed by the WHI and that flaws were discovered in
both the design and interpretation.3 Indeed, the WHI
review indicated no evidence that OC use is linked to a
lower risk of cardiovascular disease. Appropriately the
WHI pointed out that the Wayne State analysis was per-
formed post hoc, using the information provided by the
WHI participants based on their recall upon entry to the
study, a study that was not designed to examine a rela-
tionship between OCs and cardiovascular disease. Alv-
ing emphasized that the original presentations were not
reviewed by the WHI or NIH, and that subsequent
review by the WHI statisticians could not find a relation-
ship between OC use and cardiovascular disease, and
that the statisticians further doubt the validity of the pre-
sentation on cancer risks.

Unfortunately, Alving then stated that “there is a large
and reputable body of higher scientific evidence linking
current OC use to future increases in risk of stroke and
heart attack, especially in older women and in smokers.”
She further stated that research indicates an increased
risk of breast cancer in women who have recently used

OCs. Alving acknowledged a decreased risk of ovarian
cancer in OC users, but stated that the decreased risk of
endometrial cancer is only a slight one.

In response to the objections of the WHI, Wayne
State University issued a press release, authored by 2 of
the co-authors of the original ASRM presentations.4 The
press release essentially agreed with the position of the
WHI, pointing out that analysis of the WHI baseline
data is “exploratory” at best. But the press release goes
further, essentially retracting the original conclusions,
stating that “analyses of these data don’t support infer-
ences of either cardiovascular disease benefit or risk
when additional account is taken of the complex rela-
tionships between the ages of participating women and
OC use patterns and cardiovascular disease.”

Embarrassing Moment
This is an embarrassing moment, to be sure, but also

another example of the inappropriate dissemination of
information by the WHI to the public. It is not good sci-
ence and it is not good for the public welfare to generate
conclusions from data created for a different purpose
and in a design not directed for the publicized end point.
The WHI criticized its own investigators for this action,
but this whole scenario is not that different from previ-
ous WHI conclusions that were applied to all post-
menopausal women when they were derived from a
small and special group of older women. Furthermore,
the WHI compounds this unpleasant story by making
statements that are flat out wrong.

There is no evidence of an increase in risk of cardio-
vascular disease among past users of oral
contraception.5-7 In the Nurses’ Health Study, the Royal
College of General Practitioners’ Study, and the Oxford
Family Planning Association Study, long-term past use
of OCs was not associated with an increase in overall
mortality.8-10 Part of the concern for a possible lingering
effect of OC use was based on a presumed adverse
impact on the atherosclerotic process, which would then
be added to the effect of aging and, thus, would be man-
ifested later in life. Instead, the findings have been con-
sistent with the contention that cardiovascular disease
due to oral contraception is secondary to acute effects,
specifically estrogen-induced thrombosis, a dose-related
event.

Almost all myocardial infarctions and strokes in OC
users occur in users of high-dose products, or users with
cardiovascular risk factors older than the age of 35. In
the Oxford Family Planning Association cohort, cardiac
deaths occurred only in women who smoked 15 or more
cigarettes per day.10 OCs containing less than 50 µg
ethinyl estradiol do not increase the risk of myocardial



infarction or stroke in healthy, nonsmoking women,
regardless of age. The effect of smoking in women
younger than age 35 is, as we have long recognized, not
detectable in the absence of hypertension. After age 35,
the subtle presence of hypertension makes analysis diffi-
cult, but studies indicate that increasing age and smok-
ing by themselves have little impact on the risk of stroke
in low-dose OC users. The studies do indicate that
hypertension should be a major concern, especially in
regards to the risk of stroke.  

Increased Risk of VT
All low-dose OCs, regardless of progestin type, have

an increased risk of venous thromboembolism, concen-
trated in the first 1-2 years of use. The risk increases
with increasing age and body weight. The actual risk of
venous thrombosis with low-dose OCs is lower in the
new studies compared with previous reports. Some have
argued that this is due to preferential prescribing and the
healthy user effect. However, it is also logical that the
lower risk reflects better screening of patients and lower
estrogen doses. 

Patient Screening
The importance of good patient screening cannot be

overemphasized. The occurrence of arterial thrombosis
is essentially limited to older women who smoke or
have cardiovascular risk factors, especially hyperten-
sion. The impact of good screening is evident in the
repeated failure to detect an increase in mortality due to
myocardial infarction or stroke in healthy, nonsmoking
women.10-12 Although the risk of venous thromboem-
bolism is slightly increased, the actual incidence is still
relatively rare, and the mortality rate is about 1% (prob-
ably less with OCs, because most deaths from throm-
boembolism are associated with trauma, surgery, or a
major illness). The minimal risk of venous thrombosis
associated with OC use does not justify the cost of rou-
tine screening for coagulation deficiencies.

OCs and Cancer
I want to emphasize that the use of OCs for at least 12

months reduces the risk of developing endometrial can-
cer by 50%, with the greatest protective effect gained by
use for more than 3 years (this is hardly a “slight” reduc-
tion).13-18 This protection persists for 20 or more years
after discontinuation (the actual length of duration of
protection is unknown) and is greatest in women at high-
est risk: nulliparous and low parity women.18,19

How about Alving’s definitive statement that there is
an increased risk of breast cancer in recent users of
OCs? I suspect that the statement refers to the collabo-

rative group reanalysis of data from 54 studies in 26
countries, a total of 53,297 women with breast cancer
and 100,239 without breast cancer.20,21 The relative risk
analyzed by duration of use was barely elevated and not
statistically significant (even when long-term use, virtu-
ally continuous, was analyzed). Women who had begun
use as teenagers had about a 20% statistically signifi-
cant increased relative risk. In other words, recent users
who began use before age 20 had a higher relative risk
compared with recent users who began at later ages.
The evidence was strong for a relationship with time
since last use, an elevated risk being significant for cur-
rent users and in women who had stopped use 1-4 years
before (recent use). Even though the data indicated that
young women who begin use before age 20 have higher
relative risks of breast cancer during current use and in
the 5 years after stopping, this is a time period when
breast cancer is very rare; and, thus, there would be lit-
tle impact on the actual number of breast cancers. It is
possible that early and recent use of OCs also affects
the growth of a preexisting malignancy, explaining the
limitation of the finding to current and recent use and
the increase in localized disease. The largest case-con-
trol study thus far included 4575 American women with
breast cancer, and most importantly, the women were
35 to 64 years old.22 The risk of breast cancer was not
increased in current users or past users of oral contra-
ception. There was no adverse effect of increasing dura-
tion of use or higher doses of estrogen, with no differ-
ences in current or recent users. Initiation at a younger
age had no impact, and there was no increase in risk in
women with a family history of breast cancer. This
large American study had consistently negative results.

It’s disappointing that the NIH and the WHI can’t get
things right.   ■
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CME Questions
4. The following statements are true regarding oral contraception

and cardiovascular disease except:
a. arterial cardiovascular events are essentially limited to low-dose

oral contraceptive users who are older and smokers or who are
hypertensive.

b. not one study has thus far found an increase in cardiovascular
disease in past users of oral contraceptives.

c. venous thrombosis occurs only in oral contraceptive users who
are heavy smokers.

d. case-control and cohort studies have not found a significant
increase in breast cancer in oral contraceptive users.

5. Higher fat, low-glycemic load diets appear to:
a. worsen lipoprotein profiles.
b. improve insulin resistance.
c. raise postprandial blood sugar.
d. decrease basal metabolic rate.
e. retard weight loss.
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The most commonly prescribed statins
have a low incidence of rhabdomyolysis,
according to the results a new study of

more than 250,000 patients. Atorvastatin,
pravastatin, and simvastatin were found have
very low and virtually indistinguishable rates
of rhabdomyolysis of 0.44 per 10,000 person-
years (95% CI, 0.20-0.84). The data were
obtained from 11 managed care health plans
across United States from January 1, 1998,
through June 30, 2001. Cerivastatin (Baycol-
Bayer), which was withdrawn from the market
in 2001, was found have a much of a higher
rate of rhabdomyolysis, 5.34 cases per 10,000
person-years (95% CI, 1.46-13.68). The con-
comitant use of a fibrate with atorvastatin,
pravastatin, or simvastatin was found to have
increased the rate to 5.98 (95% CI, 0.72-216.0),
while use of a fibrate with cerivastatin dramat-
ically increased the rate to 1035 cases per
10,000 person-years of treatment (95% CI, 389-
2117), or nearly 1 in 10. Older patients, espe-
cially those with diabetes, were found to have
higher rates of rhabdomyolysis. The authors
conclude that the most commonly prescribed
statins have a low incidence of rhabdomyoly-
sis, which is increased with the addition of a
fibrate (JAMA. 2004;292:2585-2590).

The study confirms the safety of the most
commonly used statins, but raises issues
regarding the post marketing surveillance of
cerivastatin. These concerns were addressed in
a review in the same issue of JAMA regarding
the potential conflict of interest once initial

reports of rhabdomyolysis were reported to the
company, and the delay in the availability of
this information to consumers. The critique is
accompanied by Bayer’s rebuttal (JAMA.
2004;292:2622-2631, 2643-2646, 2655-2657, 2658-
2659), which makes fascinating reading given
the recent criticisms of the FDA and post mar-
keting surveillance regarding coxibs.

A Crackdown on Importation of Drugs
Officials in both the United States and

Canada are taking steps to crack down on the
importation of prescription medications across
the border. A New York District Court issued
an injunction in December against Canada
Care Drugs Inc., which gave the FDA authority
to inspect the company to assure that they no
longer import drugs to American consumers.
The FDA had petitioned the court to take this
action based on a sting operation run by the
agency. FDA investigators purchased
Neurontin and Sporanox through Canada
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Care. Instead of Neurontin, investigators
received APO-gabapentin and NOVO-
gabapentin, formulations of the drug that are
not subject to FDA scrutiny in this country. The
Sporanox shipment included 84 tablets of the
correct drug, but investigators felt that the
amount was excessive, determining that
patients should not take Sporanox continu-
ously without checking with their physician.
The court is scheduling a trial date for Canada
Care, an action that is sure to put other
Canadian importation companies on alert.
Meanwhile, the Canadian government is also
cracking down on Internet pharmacies that
export drugs to the United States without eval-
uation by Canadian doctors. The government
is considering making it illegal for Canadian
doctors to countersign prescriptions from other
countries. This move in Canada is prompted
by concern over shortages of drugs for
Canadian citizens, especially given threats by
American drug companies to withhold addi-
tional shipments of drugs to Cananda, where
they have strict price controls, knowing that
many of these drugs may come back to the US
market were there are no price controls. These
moves are strongly supported by PhRMA, the
powerful pharmaceutical advocacy group.

FDA Actions
The FDA has approved a new non-benzodi-

azepine hypnotic for the treatment of insom-
nia. Sepracor, a company that specializes in
marketing active isomers of currently
approved drugs, has received approval to mar-
ket eszopiclone, the active (S)-isomer of zopli-
cone, which is available outside the United
States. The drug is similar to zopidem
(Ambien) and zaleplon (Sonata) in that it has a
lower incidence of tolerance, dependence, and
withdrawal symptoms than benzodiazepines.
Based on a 6-month, double-blind, placebo-
controlled safety and efficacy trial, the FDA
decided not to limit eszoplicone’s indication to
short-term use. Eszoplicone will be available in
1mg, 2mg, and 3mg tablets, and will be mar-
keted in United States under the trade name
Lunesta. Sepracor is also studying the drug for
treatment of insomnia in patients with depres-
sion or pain, and in peri-menopausal women.

Novartis has received approval to market
darifenacin extended release tablets for the
treatment of overactive bladder with symp-

toms of urging incontinence, urgency, and fre-
quency. The drug is an M3 (muscarinic) recep-
tor blocker that increases urinary capacity and
decreases urinary episodes and frequency of
incontinence, along with feelings of urgency.
Darifenacin, which is already available in
Europe, will be marketed in the United States
as Enablex.

Drugs approved under the FDAs accelerated
approval program are often approved on the
basis of surrogate end points, such as tumor
markers that would indicate the likelihood of
clinical benefit. The FDA, however, requires
that cancer drugs in particular, must document
clinical benefit in subsequent studies to remain
marketable. A recent case-in-point is
AstraZeneca’s gefitnib (Iressa), which was
approved for treatment of non small cell lung
cancer in patients who failed other courses of
cancer therapy. A recent study of gefitnib
involving nearly 1700 patients failed to show a
survival benefit better than placebo. The drug,
which was initially approved in 2003, now
faces a FDA review to determine whether the
drug will be removed from the market. In a let-
ter to physicians, AstraZeneca “urges you to
consider other treatment options in recurrent
non small cell lung cancer patient population.”
In the meantime, Genentech and Roche’s
erlotinib (Tarceva), which has shown survival
benefit for the same patient population,
remains a viable option.

The FDA has issued a Public Health Advisory
regarding the use of anti-inflammatories includ-
ing COX-2 inhibitors because of recent indica-
tions that the drugs may increase the risk of
cardiovascular disease and stroke. The agency
is requiring evaluation of all prevention studies
that involve the COX-2 inhibitors celecoxib
(Celebrex) and valdecoxib (Bextra) to ensure
that adequate precautions are in place. Several
prevention studies regarding potential benefit
of these drugs on colon polyps and Alzheimer’s
disease are either in progress or planned in the
near future. Meanwhile, the agency is recom-
mending that physicians should prescribed
Celebrex or Bextra with caution, particularly in
patients at risk for cardiovascular disease, and
should weigh the risk vs benefits.

The FDA is also recommending that con-
sumers should use over-the-counter anti-
inflammatories in strict accordance with the
label directions, taking them for no longer than
10 days without consulting a physician.   ■
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