
Primary Prostate Cancer
Management: The Difference 

at 5 Years
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The Prostate Cancer Outcomes Study reports health-
related quality-of-life findings 5 years after diagnosis on a cohort of
prostate cancer patients who had either initial radical prostatecto-
my or external beam radiation therapy. Patients who were treated
with radiation were more likely to experience rectal discomfort and
hemorrhoidal pain, whereas those who were treated surgically suf-
fered a somewhat greater rate of urinary incontinence. Sexual dys-
function, which was clearly more prominent for surgically treated

patients at 2 years, was no different at 5 years.

Source: Potosky AL, et al. J Natl Cancer Inst. 2004;96:1358-1367.

The initial treatment for men with localized prostate
cancer remains somewhat controversial with both radiotherapy

and surgical options offering a chance for prolonged survival.
Currently, the pattern of treatment often reflects local expertise, but
to some extent, decisions are based upon the patient’s choice with
regard to possible adverse outcomes of one approach vs the other.
The adverse sequelae of radical prostatectomy or external beam
radiation have recently been reviewed1,2 and include urinary, bowel
and sexual dysfunction. The Prostate Cancer Outcomes Study
(PCOS) was designed to prospectively assess the long-term health-
related quality of life outcomes for a large, diverse, population-
based sample of men treated in the community.3 Using the
Surveillance, Epidemiology, and End Results (SEER) registries,
5672 men aged 39-89 with biopsy-proven primary invasive carcino-
ma of the prostate diagnosed over an approximate 1-year period
(1994/95) were identified and 3533 (62%) participated by complet-
ing a 6- and 12-month survey. For the current report 2047 (of the
original 3533 PCOS participants) were between the ages of 55-74 at
the time of original diagnosis. The more narrow age range (55-74)
was chosen because in this cohort, radiotherapy was uncommonly
selected as initial treatment in men younger than 55 years (8%) and
radical prostatectomy was infrequent among men older than 74
years (7%). Of the 2047 patients, 444 were excluded from this
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analysis because neither radiation nor radical prostatec-
tomy was chosen. Other exclusions yielded a sample
size of 1591 patients aged 55-74 years with clinically
localized prostate cancer who received either external
beam radiation or radical prostatectomy within one year
of cancer diagnosis. These men were part of the cohort
for whom quality-of-life data were reported at 2 years.4

The clinical and quality of life data collected at baseline
and at 2 years was used as a part of the current analysis
in comparison with the same information collected at 5
years. Particular attention was paid to issues that relate
to urinary, bowel or sexual function. 

At 5 years after diagnosis, overall sexual function
declined in both groups approximately to the same
level. However, erectile dysfunction was more prevalent
in the surgery group (79.3% vs 63.5% in those receiving
radiation). Furthermore, approximately 15% of the
surgery patients compared to 4% of the radiation
patients were incontinent at 5 years. Bowel urgency and
painful hemorrhoids were more common in the radia-

tion group. All of these differences remained statistical-
ly significant after adjustment for confounders and dif-
ferences between the groups in some baseline character-
istics.

Thus, after 5 years, men treated with radical prostate-
ctomy for localized prostate cancer continue to experi-
ence worse urinary incontinence than men treated with
external beam radiotherapy. However, the 2 treatment
groups were more similar to each other with respect to
overall sexual function, mostly because of a continuing
decline in erectile function between years 2 and 5 after
radiation treatment.

■■ COMMENT BY WILLIAM B. ERSHLER, MD
The primary goal of treating localized prostate

cancer is tumor eradication, and both external beam
radiation and surgery have been of demonstrable
success. Under such circumstances, quality-of-life
issues concerns appropriately greatly influence
patient decisions. The current report provides signif-
icant new data on a large cohort  of patients.
Although, observational, the numbers available for
analysis allow confidence that any imbalance in
treatment groups or other confounding factors would
be satisfactorily controlled. Thus, after 5 years there
remain differences with regard to urinary inconti-
nence (somewhat worse after surgery) and rectal
urgency and hemorrhoidal pain (somewhat worse
after radiation). The new finding is that the advan-
tage with regard to overall sexual function observed
at 2 years in the radiation group, was all but gone by
year 5. Thus, there remain some differences with
regard to adverse sequelae after initial prostate can-
cer therapy for those with localized disease. Urinary
and bowel problems persist, but the difference in
sexual function diminishes. Eventually, new surgical
or radiation techniques will tip the scales, but for the
time being, the long term adverse consequences of
primary treatment for localized prostate cancer
remain quite comparable. Accordingly, the initial
treatment decision remains a matter of local patterns
of care and community expertise.  ■

References
1. Eton DT, Lepore SJ. Psychooncology. 2001;10:1-20.
2. Penson DF, et al. J Urol. 2003;169:1653-1661.
3. Potosky AL, et al. J Natl Cancer Inst. 1999;91:

1719-1724.
4. Potosky AL, et al. J Natl Cancer Inst. 2000;92:24-34.
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YKL-40 and Ovarian Cancer 
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: YKL-40 may represent a novel marker for the
detection of early stage ovarian cancer. YKL-40 levels in
early stage patients may also predict disease recurrence
and survival. The use of YKL-40 in detection of early
stage ovarian cancer deserves further investigation.

Source: Dupont J, et al. J Clin Oncol. 2004;22:
3330-3339. 

The quest to identify accurate serum 
biomarkers for ovarian cancer has been problemat-

ic owing to their insensitivity and poor specificity as a
decision tool and technological challenges facing the
newer proteomic algorithms. Addressing this problem,
Dupont and colleagues evaluated a new biomarker,
YKL-40, in the diagnosis and prognosis of ovarian can-
cer. The biomarker was compared against CA-125 and
CA 15-3—two known markers of ovarian pathology.
To do this, YKL-40 levels were evaluated among 42
patients diagnosed with stages I to IV ovarian, fallopi-
an tube, and primary peritoneal cancer, and 8 patients
with recurrent disease, as well as 46 normal controls,
19 patients without prior cancer seen in a high-risk
ovarian screening clinic, 42 patients in the same clinic
with a history of cancer, and 33 patients with benign
gynecologic disorders. Serum values for YKL-40 and
CA-125 were obtained for all cohorts. An abnormal
value was established from normal controls as greater
than or equal to 62 ng/mL. Among the 4 patient
cohorts without ovarian cancer, YKL-40 values were
not significantly different and were within the normal
limits. Patients with ovarian cancer recorded signifi-
cantly higher mean levels of all their biomarkers com-
pared to normal controls. 

However, YKL-40 values appeared to be stage-
discriminant, that is, higher with advancing stage and
tumor burden. In addition, YKL-40 values were
abnormal among all histologies, and a value above 80
ng/mL was prognostic for poor outcome. Compared
with CA-125, YKL-40 was appropriately abnormal
significantly more often in cancer patients and nor-
mal significantly more often in normal controls and
patients with benign disease. Dupont et al conclude
that these characteristics, along with the test’s avail-
ability and technical facility, make YKL-40 and
important ovarian cancer biomarker that should be
evaluated in large prospective trials. 

■■ COMMENT BY ROBERT L. COLEMAN, MD
Most clinicians are well aware of the ovarian cancer

survival track record. However, patients with early stage
ovarian cancer are most often cured of their malignan-
cy—some by surgery alone. Finding these patients,
heretofore, has been largely serendipitous; usually iden-
tified during exploration for a pelvic mass. Nonetheless,
improving our ability to either identify these patients
and those at risk for malignancy fuels the labor to devel-
op an effective screening program. If the current 1 in 4
ratio of early to late stage patients could be improved to
just one in 3 the median overall survival would increase
to about 5 years. Imagine if the ratios were reversed
entirely!

In the current study, Dupont et al introduce a new,
readily available serum biomarker, YKL-40, in an
attempt to improve upon the current best, CA-125.
Little is known about this marker’s function but it
appears to express in conditions of extracelluar matrix
degeneration and angiogenesis. The third marker in this
study, CA 15-3, although not widely used, has been
recently shown to add significantly to a predictive
model, along with CA125, in patients with pelvic mass-
es. Given the insensitivity of CA-125 alone, most
efforts in the line of biomarker development have turned
to cocktails of markers in the hope of improving accura-
cy of diagnosis. Although most trials have shown some
increase in predictive power with this strategy, the var-
ied prevalence of cancer in the study cohorts may more
strongly affect the predictive capacity than biomarker
performance. In addition, with more tests comes more
cost limiting the generalization of practice. 

There are several noteworthy findings about YKL-40
that supports Dupont et al’s recommendation to study this
marker more fully. First, this is one of the few biomarkers
which demonstrates abnormal levels in both mucinous
and non-mucinous neoplasms. Although CA 19-9, a gas-
trointestinal marker, has been evaluated in mucinous neo-
plasms it is usually done once the diagnosis is made lim-
iting it as a preoperative tool. Second, nearly two-thirds
of stage I/II ovarian cancers had elevation of the marker.
Historically, approximately 50% of stage I/II ovarian can-
cers are CA-125 negative (in the current report it was
35%). Third, the marker was rarely positive in benign
disease or among normal controls. This may have been
aided by patient selection as those with inflammatory
conditions were screened out in some of the normal con-
trol cohorts. Lastly, the marker appears to be prognostic
on a number of levels: stage/tumor burden, survival, and
predisposition for disease. With regard to this latter point,
3 high risk but without disease patients with falsely ele-
vated YKL-40 values were subsequently diagnosed with
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cancer with the following 18 months. It is important to
recall that an association between false-positive elevation
and subsequent ovarian cancer diagnosis accompanied
the early work with CA-125. Although, subsequent stud-
ies confirmed that CA-125 alone was too insensitive to
act as a screening tool, further prospective evaluation
with YKL-40 in much larger cohorts is warranted. In
addition, studies to identify this protein’s function may
aid in construction of targeted therapy.   ■

Further Reading
1. Hogdall EV, et al. Oncol Rep. 2003;10:1535-1538.
2. Lu KH, et al. Clin Cancer Res. 2004;10:3291-300.
3. Schutter EM, et al. Am J Obstet Gynecol. 2002;187:

385-392.

Dr. Coleman is Professor, Department of Gynecologic
Oncology, University of Texas Southwestern Medical
Center, Dallas. 

PET Scanning for Accurate
Staging of SCLC
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Accurate staging is essential for providing
appropriate therapy for small-cell lung cancer because
patients with disease confined to one hemi-thorax (lim-
ited stage) are treated quite differently that those with
more extensive disease at presentation. In the current
report from a single institution, the value of pretreat-
ment PET was determined. Of 24 patients considered
by conventional imaging studies to have limited dis-
ease, two were correctly upstaged on the basis of the
PET. Furthermore, 6 patients with limited-stage were
shown to have more disease (albeit, still limited-stage)
on the basis of the PET. This study, as well as a few
other recent reports on the same subject, support the use
of this evaluation in the treatment formulation phase of
SCLC management. 

Source: Bradley JD, et al. J Clin Oncol. 2004;22:
3248-3254.

Treatment of small-cell lung cancer is predi-
cated upon the stage of disease, and therefore an

accurate determination of the extent of disease is
required to provide optimal therapy. Bradley and col-
leagues from Washington University report their experi-
ence with positron emission tomography with (18F) flu-

oro-2-deoxy-D-glucose (FDG-PET) in staging patients
who were limited-stage SCLC by conventional imaging
methods. 

For this, 24 patients who were determined to be lim-
ited stage (disease encompassed within a reasonable
radiotherapy portal, excluding bilateral supraclavicular
disease) were prospectively evaluated by PET. Of these,
the PET demonstrated findings consistent with exten-
sive-stage SCLC in three. In one of these three, the
increased uptake in the contralateral lung was subse-
quently diagnosed as fungal infection, and in that case
the scan was interpreted as a false positive. Thus, the
PET correctly upstaged 2 (8.3%) of 24 patients to
extensive-stage disease (95% CI, 1.03-27%). The posi-
tive predictive value of PET for extensive-stage disease
was 66.7% (2 of 3 patients). Of note, PET correctly
identified tumor in each SCLC mass (primary or nodal)
that was suspected on computed tomorgraphy (CT)
imaging, thus giving a lesion-based sensitivity, relative
to CT of 100%.

Additionally, PET identified unsuspected regional
nodal metastasis in 6 (25%) of the 24 patients, and the
radiation therapy plan was significantly altered to
include the PET-positive/CT-negative nodes within the
high-dose region in each of these patients. Bradley et al
concluded that PET has high sensitivity for SCLC and
appears to be of value for initial staging and treatment
planning of patients with presumed limited-stage dis-
ease.

■■ COMMENT BY WILLAM B. ERSHLER, MD
In this experience from a single institution, the value

of pretreatment PET staging for patients with SCLC
was demonstrated. Fluorodeoxyglucose uptake was
detected in all of the tumor or suspicious nodal masses
detected on CT scan and in a number that were missed
by CT. In 2 patients, increased uptake was discovered
that had not been appreciated by conventional imaging.
In one, this was in a contralateral lymph node, and in
the second, increased uptake was detected in bone. In
the latter case, a bone scan obtained just one week earli-
er was negative, but it was not until two months later
that a repeat bone scan was positive in that area. In both
cases the initial treatment was altered so as to address
all disease, either by expanding the portal of radiation,
or the use of chemotherapy. 

The findings are similar to those presented in two
earlier studies,1,2 inasmuch as patients with limited dis-
ease were upstaged to extensive disease in each. The
Shucmacher study1 examined the role of PET in a series
of SCLC patients, of which 14 were considered limited-
stage prior to the PET and 7 of these were upstaged on
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the basis of the PET. In the Kamel report,2 3 (18%) of
17 patients with limited-stage SCLC by conventional
staging, were upstaged to extensive disease on the basis
of the PET.

Thus, it is apparent that PET has a role in the pre-
treatment evaluation of patients with SCLC, particularly
for those who are considered to have limited-stage dis-
ease. By more precisely establishing disease extent we
may observe more effective treatment of both limited
and extensive disease.   ■

References
1. Schumacher T, et al. Eur J Nucl Med. 2001;28:483-488.
2. Kamel EM, et al. J Nucl Med. 2003;44:1911-1917.

MRI Breast Cancer
Screening for Those 
at High Risk
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Screening techniques for the early detection
of breast cancer in women at high risk commonly
include clinical breast examination and conventional
mammography. In the current report from a single
institution, the added value of annual magnetic reso-
nance imaging (MRI) and ultrasound were examined.
Among 236 women with BRCA1 or BRCA2 gene muta-
tions, twenty-two cancers were detected. Of these, 17
were detected by MRI, 8 by mammography, 7 by ultra-
sound, and only 2 by clinical breast examination (CBE).
The sensitivity was 95% for all 4 modalities combined
compared to 45% for mammography and CBE. The
data suggest that MRI should be incorporated into the
annual screening program for women at high risk for
breast cancer.

Source: Warner E, et al. JAMA. 2004;292:1317-1325.

Women who carry the germline brca1 or
BRCA2 mutations are at high risk for the devel-

opment of breast cancer (estimated to be approximately
65% by age 70 for those with BRCA1 and 45% for
those with BRCA2).1 Thus, increased surveillance in
such women may be warranted. Current recommenda-
tions are annual mammography and semiannual clinical
breast exams, but there is a question whether more
intensive screening would be worthwhile.

Warner and colleagues from the Toronto-Sunnybrook

Regional Cancer Center examined 236 BRCA1 or
BRCA2 mutation carriers aged 25 to 65 years who
underwent 1 to 3 annual screening examinations, con-
sisting of MRI, mammography, and ultrasound, as well
as clinical breast examination (CBE) every 6 months.
The goal was to compare the sensitivity and specificity
of these measures (mammography, ultrasound, MRI,
and CBE) with the main determination to be a compari-
son of all 4 screening modalities together vs CBE and
mammography. 

Each imaging modality was read independently and
scored on a 5-point Breast Imaging Reporting and Data
System scale. All lesions with a score of 4 or 5 (suspi-
cious or highly suspicious for malignancy) were biop-
sied. There were 22 cancers detected (16 invasive and 6
DCIS). Of these, 17 (77%) were detected by MRI vs 8
(36%) by mammography, 7 (33%) by ultrasound, and 2
(9.1%) by CBE. The sensitivity and specificity (based
on biopsy rates) were 77% and 95.4% for MRI, 36%
and 99.8% for mammography, 33% and 96% for ultra-
sound, and 9.1% and 99.3% for CBE, respectively. All
4 screening modalities combined had a sensitivity of
95% vs 45% for mammography and CBE combined.

■■ COMMENT BY WILLIAM B. ERSHLER, MD
There are a number of reasons why mammography

might be less effective as a screening tool for women at
high risk. Included, would be technical factors that
relate to the underlying breast density in younger
women, the benign mammographic appearance of some
BRCA-associated breast cancers and the rapid growth
rate of these frequently high-grade tumors.2 The current
study, like others that have recently been published,
indicate the greater sensitivity of MRI for detecting can-
cers in this population. As reviewed in the accompany-
ing editorial by Robson and Offit,3 a number of recently
published studies, including a multi-institutional effort
performed in the Netherlands4 in which 1909 women at
a 15% or more life time breast cancer risk (including
358 with BRCA mutations) have demonstrated the
added sensitivity of MRI. Yet, as Robson and Offit
point out, it is not yet clear whether the enhanced sensi-
tivity of MRI will translate into a reduction in breast
cancer-mortality. This would require a randomized con-
trolled trial of mammography vs MRI screening with
mortality as a primary end point to establish that the
more expensive technology actually translates into
meaningful benefit. This trial, however would be very
difficult to accrue sufficient numbers of patients. A sur-
rogate indicator might be the stage at detection of
tumor. In the currently published trials, tumor size was
smaller and axillary nodes fewer in patients whose fre-
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quent in tumors detected by MRI vs. mammography.
Accordingly, MRI may detect earlier stage disease and
theoretically this should result in better survival. 

Like so many important studies, the findings raise a
litany of additional questions. Questions remain about
the role of complementary screening (MRI, convention-
al mammography and ultrasound) as in each of the
reported series, some tumors were only detected by one
of these modalities. The current report and that of the
Dutch group4 strongly suggest women with BRCA
mutations should be offered MRI screening. However,
as pointed out, the added value may depend on the
imaging protocols, which have not been standardized,
and the interpretive experience of the radiologists. The
large number of open questions would argue against
routine application of MRI screening for women not
known to be at high risk. This recommendation may
well change if well constructed clinical trials indicate
significant advantage.   ■

References
1. Antoniou A, et al. Am J Human Genet. 2003;72:

1117-1130.
2. Tilanus-Linthorst M, et al. Int J Cancer. 2002;102:

91-95.
3. Robson ME, Offit K. JAMA. 2004;292:1368-1370.
4. Kriege M, et al. N Engl J Med. 2004;351:497-500.

Surgical Staging Of 
Ovarian Low Malignant
Potential Tumors
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Routine pelvic and para-aortic lymph node
dissection is not necessary in the majority of women
with ovarian low malignant potential tumors.

Source: Rao GG, et al. Obstet Gynecol. 2004. 104:
261-266.

Patients with ovarian tumors of low malig-
nant potential have an excellent prognosis and few

require adjuvant therapy. Although it is commonly pre-
ferred that patients identified intraoperatively with this
neoplasm undergo formal surgical staging, the benefit
of these additional procedures has been questioned
given that few patients are treated on the basis of these
biopsies. Rao and colleagues in a retrospective, multi-
institutional study of borderline ovarian malignancies

reviewed the outcomes of 248 women with ovarian
tumors of low malignant potential in order to evaluate
the benefits of surgical staging. Consecutive cases over
a 20-year period were accessioned. Formal staging pro-
cedures were performed on approximately three-quar-
ters of patients including 72% who had no visible
intraperitoneal disease. Upstaging on the basis of these
procedures occurred in 28% including a small fraction
(6%) with retroperitoneal disease (all pelvic). None of
the 314 paraortic nodes sampled contained disease. 

After a median follow-up of more than 2 years, all
but 15 (6%) patients are disease-free. No difference in
recurrence rates were observed between those staged
and those not staged. In addition, analysis of patterns of
recurrence suggested no difference whether surgical
staging was performed nor was there a difference in
recurrence among stage III cases whether they received
adjuvant chemotherapy or not. In a multivariate analysis
of recurrence risks only 2 factors were independently
predictive: lower gravidity and stage category (I vs II-
IV). In addition, none of the 57 mucinous borderline
tumors recurred or were upstaged. Rao et al conclude
that survival of this class of neoplasms is excellent and
routine pelvic and paraortic lymphadenectomy is
unwarranted in the majority of patients. 

■■ COMMENT BY ROBERT L. COLEMAN, MD
Surgical staging for all non-benign ovarian neo-

plasms is a practice endorsed by prodigiously by
gynecologic oncologists throughout the world. A
recent survey from the Society of Gynecologic
Oncologists documented that 97% of respondents
recommended formal surgical  s taging for  al l
patients with ovarian tumors of low malignant
potential (LMP). Although mounting data from ret-
rospective and prospective trials suggest patients
with these tumors do very well, a common reason to
promote the additional surgery at the time of extir-
pation is to not miss staging an occult invasive
tumor—a finding that may be underappreciated in
frozen section analysis of a large pelvic mass.
Indeed, recent studies of frozen section report quali-
fications found invasive disease in 6 to 28% of cases
of LMP tumors. The likelihood appears to be higher
when an at least LMP was used to qualify the diag-
nosis compared to a rule out LMP. The current
report, however, cannot provide confidence that
staging is not required when the diagnosis is
returned intraoperatively. Failure to gather that
information in patients subsequently identified with
bona fide invasive disease heralds the dilemma to
either subject the patient to another operation or
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administer adjuvant chemotherapy to someone who
may not need it. The report does confirm that in the
majority of cases, LMP will be the final diagnosis
for which surgical staging will add little except
more blood loss and longer hospitalization. This is
relevant in the not infrequent situation where a
seemingly benign intraoperative ovarian masses was
resected and LMP is returned on the final pathology
report. While details of the pathology, wishes for
future fertility along with intraoperative findings
will be important in considering whether additional
surgical staging is recommended, the current study
would suggest most patients would benefit little
from re-operation, particularly mucinous neo-
plasms. In all, it is prudent to preoperatively coun-
sel patients with pelvic masses for the possibility of
staging and to have appropriate consultation with a
gynecologic oncologist when the diagnosis is
returned intraoperatively.  ■

Additional Reading
1. Winter WE, et al. Obstet Gynecol. 2002:100:671-676.
2. Menzin AW, et al. Gynecol Oncol. 1995;59:183-185.
3. Menzin AW, et al. Gynecol Oncol. 2000;78:7-9.

Dr. Coleman is Professor, Department of Gynecologic
Oncology, University of Texas Southwestern Medical
Center, Dallas, Tex. 

Circulating Tumor Cells,
Disease Progression, 
and Survival in Metastatic
Breast Cancer
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The levels of circulating tumor cells at base-
line and at the first follow-up visit after the initiation of
therapy were the most significant predictors of progres-
sion-free and overall survival in women with metastatic
breast cancer.

Source: Cristofanilli M, et al. N Engl J Med. 2004;
351:781-791.

In a prospective, multicenter study, cristo-
fanilli and colleagues tested 177 patients with clini-

cally detectable metastatic breast cancer for levels of
circulating tumor cells both before and after the initia-

tion of various forms of therapy. The response to thera-
py was followed using standard clinical detection, but
blood samples were also collected to determine the bur-
den of tumor cells in the circulation. Cristofanilli et al
found that the levels of circulating tumor cells at base-
line and at the first follow-up visit were the most signif-
icant predictors of progression-free and overall survival.
Christofanilli et al note that this study was made possi-
ble by technological advances affording detection of
circulating tumor cells. In this study, they used a newly
developed approach called CellSearch System by
Veridex.  The system is based on enumeration of epithe-
lial cells, which are separated from the blood by anti-
body-coated magnetic beads and identified using fluo-
rescent-labeled antibodies against cytokeratin.

All but 10 of the 177 patients had a minimal follow-
up time of 38.7 weeks. Circulating epithelial cells were
rare in healthy women and in patients with benign
breast disease. The levels of circulating tumor cells at
baseline and at the first visit after the initiation of thera-
py predicted outcome better than estrogen-receptor sta-
tus, progesterone-receptor status, HER2/neu status, or
type of therapy. Tumor burden at the first follow-up
visit was somewhat more predictive of outcome than
tumor burden before treatment. Indeed, for those receiv-
ing adjuvant hormonal intervention, circulating tumor
cell count was only predictive for outcome after treat-
ment and not before.  

■■ COMMENT BY SARAH L. BERGA, MD
The main hypothesis guiding this study is both sim-

ple in concept and exciting in potential.  The investiga-
tors asked whether the number of cancer cells detected
in the blood before and after therapy correlated with
tumor behavior and survival in patients with known
metastatic breast cancer. A key barrier to testing this
hypothesis was surmounted by the development of a
robust technique to both identify and quantify tumor
cells in the circulation. Since the study results rest so
directly on technique, the study is in part a validation of
this technique for detecting breast cancer cells in the
circulation. Since there is no readily available gold stan-
dard for detecting breast cancer cells in the circulation,
the manufacturers of the new approach had to depend in
part on clinical outcomes for validation.  Thus, the
investigators of necessity had to simultaneously testing
both a biological hypothesis and a new technological
development.  

Assuming that there study results are valid and
replicable, where do the results made possible by this
new technique put us? If the technique is highly sensi-
tive and specific, then we potentially have a new
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method for refining the stage of the patient’s breast
cancer prior to initial therapy. Having this information
might lead to important prognostic information.  Such
a technique might even allow us to predict tumor
aggressiveness or its return after an apparent remis-
sion.  We also might be able to say with greater accu-
racy which patients do and do not need adjuvant ther-
apy, what type of adjuvant therapy would be best for a
given breast cancer, or when to switch to another type
of adjuvant therapy because the initial one chosen is
not working.  In short, this new technique might allow
us to act upon the notion that all breast cancers (and
their hosts) are not the same. Given the many side
effects of adjuvant therapy, having some way to indi-
vidualize is truly exciting. The most far-reaching pos-
sibility, however, would be that such a technique
could be used for advance detection of cancers, breast
or otherwise, by a simple screening blood test. The
widespread availability of a reliable and cost-effective
screening technique would clearly be a welcome addi-
tion to our diagnostic armamentarium for those at
high risk for breast or ovarian cancer, including those
who carry BRCA1 and BRCA2 mutations. Realizing
these clinical dreams hinges, in part, on whether
tumor cells in the circulation adequately reflect the
primary tumor across time and following intervention.
Either way, though, this technique may help us to
learn more about the multiple determinants of tumor
behavior in vivo.   ■

Dr. Berga is James Robert McCord Professor and Chair,
Department of Gynecology and Obstetrics, Emory
University School of Medicine, Atlanta, GA.

CME Questions
10. The routine incorporation of PET in the staging of SCLC is

likely to be of benefit because:
a. a small portion (10-25%) of patients thought to be limited-stage

will be found to have more extensive disease, and thereby have
their treatment adjusted accordingly.

b. A relatively large number (50-75%) of patients thought to be
limited-stage will be found to have more extensive disease, and
thereby have their treatment adjusted accordingly. 

c. A relatively large number of patients (30-50%) with extended-
disease identified by CT scan will be found to have limited-
stage by PET, and thereby have their treatment adjusted. 

d. A small portion (5-15%) of patients with extended-disease iden-
tified by CT scan will be found to have limited-stage by PET,
and thereby have their treatment adjusted. 

11. In patients with metastatic breast cancer, which of the follow-
ing best predicts disease-free progression and overall survival?
a. HER2/neu status of the primary tumor
b. Estrogen-receptor status of the primary tumor
c. Type of adjuvant therapy
d. Circulating tumor burden before treatment
e. Circulating tumor burden after treatment

12. Compared to conventional mammography, the study by
Warner et al indicates that with regard to the detection of
breast cancer, magnetic resonance imaging (MRI) is:
a. more sensitive.
b. more specific.
c. more sensitive and specific.
d. None of the above

13. With regard to initial treatment for localized prostate cancer,
which of the following can be said about the long-term (at 5
years) sequelae?
a. Urinary incontinence is likely to be greater in those treated with

radiation.
b. Hemorrhoidal pain is likely to be more prominent in those treat-

ed with surgery.
c. Erectile dysfunction is more likely to be a problem for those

treated with surgery.
d. Overall sexual dysfunction is more likely to be a problem for

those treated with surgery.
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Anew, and as of yet unpublished study, has
raised increased concern about the rela-
tionship between rofecoxib (Vioxx),

Merck’s blockbuster COX-2 inhibitor, and cardio-
vascular events. The study, which was presented
at a meeting in Bordeaux France, was financed by
the FDA in collaboration with California’s HMO
giant Kaiser Permanente. The study was designed
to determine if celecoxib, rofecoxib, ibuprofen,
naproxen, or other NSAIDs increase the risk of
acute myocardial infarction (AMI) or sudden car-
diac death (SCD). Utilizing the 6-million member
California database for Kaiser Permanente, all
patients ages 18-84 who had taken a COX-2
inhibitor or nonselective NSAIDs between
January 1999 and December 2001 were entered
into the cohort. Controls were a risk-set match 4:1
on event date, birth year, gender, and health plan
region. There were 8199 acute cardiac events
within the study cohort (6675 AMI, 1524 SCD).
The data revealed that rofecoxib use at > 25 mg
per day increased the risk of acute cardiac events
3.15 fold (OR, 3.15 [1.14-8.75]). Rofecoxib at a dose
< 25 mg resulted in an odds ratio of 1.29 (0.93-
1.79), which was not statistically significant. When
comparing low-dose rofecoxib to celecoxib
(Celebrex), the risk of AMI and SCD was higher
with rofecoxib (P= 0.04).  Other NSAIDs, including
naproxen, indomethacin, and possibly diclofenac,
also increased the risk of AMI and SCD. These
data will be presented in this country in October
at the American College of Rheumatology.
Concern about the relationship between rofecoxib
and cardiac events was first raised with the publi-
cation of the VIGOR trial (N Engl J Med.
2000;343:1520-1528) which showed a relative risk

of cardiac events associated with rofecoxib of 2.38
(95% CI, 1.39-4.00; P= .002). Dr. Eric Topol and col-
leagues from the Cleveland clinic subsequently
reevaluated these data along with data from other
studies and raised the concern of prothrombotic
potential of COX-2 inhibitors, especially rofecoxib
(JAMA. 2001;286:954-959). Their concern centered
on the tendency for COX-2 inhibitors to block pro-
duction of prostacyclin—thus blocking antiaggre-
gatory and vasodilatory effects, while having no
effect on thromboxane, which is responsible for
platelet aggregation. Blockage of thomboxane is a
COX-1 effect and accounts for the majority of the
cardioprotective effects of aspirin and other
NSAIDs. Rofecoxib, the most COX-2 specific of
the drugs tested, may unbalance thromboxane
and prostacycline accounting for the cardiovascu-
lar risk.

Some have considered a strategy of adding
aspirin to a COX-2 inhibitor, but a new study
suggests that aspirin negates the GI benefits of
the COX-2 inhibitor, the primary benefit of COX-
2 inhibitors over nonselective NSAIDs.

Researchers from USC performed a double-
blind trial of rofecoxib, rofecoxib plus low-dose
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aspirin, ibuprofen, or placebo in patients without
ulcers or erosive esophagitis. Endoscopies were
performed at baseline, 6 weeks, and 12 weeks. At
12 weeks, the cumulative index of ulcers was
placebo 5.8%, aspirin 7.3%, rofecoxib plus aspirin
16.1%, and ibuprofen 17.1% (P < 0.001 for rofe-
coxib plus aspirin and for ibuprofen vs each of
placebo and aspirin). Over the same time, rofe-
coxib plus aspirin and ibuprofen both signifi-
cantly increased the number of erosions (both P <
0.001 vs aspirin and placebo). The authors con-
clude that low-dose aspirin does not significantly
increase ulcer recurrence, but that the addition of
a COX-2 inhibitor with aspirin increases the rate
of ulceration to a rate that is similar to a nonselec-
tive NSAIDs (Gastroenterology. 2004;127:395-402).

Viagra: Maximum Capacity at 
High-Altitudes?

High-altitude hikers may soon be requesting
sildenafil (Viagra) prescriptions based on the
results of a new study. The drug, which is a phos-
phodiesterase-5 inhibitor, is known to cause pul-
monary vasodilation. German researchers
postulated that such an effect may increase exer-
cise capacity during induced hypoxemia at low
altitudes and at Mount Everest base camp.
Fourteen healthy mountaineers and trekkers
were assessed with measurements of systolic pul-
monary artery pressure, cardiac output, and
peripheral arterial oxygen saturation at rest and
during assessment of maximal exercise capacity
on cycle ergometry while breathing a hypoxic gas
mixture at low altitude, and retested at high-alti-
tude at the Mount Everest base camp. Sildenafil
50 mg significantly increased arterial oxygen sat-
uration during exercise (P = 0.005), reduced sys-
tolic pulmonary artery pressure at rest (P <
0.001), and during exercise (P = 0.031). Sildenafil
also increased maximum workload and maxi-
mum cardiac output compared with placebo. At
high-altitude, the drug had no effect on arterial
oxygen saturation at rest nor during exercise
compared with placebo, however, the sildenafil
reduced systolic pulmonary artery pressure at
rest (P = 0.003), during exercise (P = 0.021),
increased maximum workload (P = 0.002), and
cardiac output (P= 0.015). Two patients noted
worsening headache at high-altitude with the
drug. The authors conclude that sildenafil is the

first drug to increase exercise capacity during
severe hypoxia both at sea level and at high-alti-
tude (Ann Intern Med. 2004;141:169-177). An
accompanying editorial suggests that sildenafil is
not a substitute for acclimatization to high-alti-
tude and suggests that the findings of the study
are compelling and that further research into a
phosphodiesterase inhibitors in the treatment of
pulmonary vascular disease is needed (Ann
Intern Med. 2004;141:233-235).

FDA Actions
Eli Lilly has received FDA approval to market

duloxetine (Cymbalta) for the treatment of major
depression. The drug is a serotonin and nore-
pinephrine reuptake inhibitor (SNRI), similar to
venlafaxine (Effexor-Wyeth). The drug is also
being studied for the treatment of stress urinary
incontinence and diabetic neuropathic pain. Lilly,
and the drug approval process for duloxetine,
came under scrutiny earlier this year when a 19-
year-old female volunteer committed suicide
after discontinuing the drug during clinical trials.
The patient had no history of depression prior to
the study.

Shire Pharmaceuticals has received expanded
indication for its mixed amphetamine product
Adderall XR for the treatment of adults with
attention deficit hyperactivity disorder (ADHD).
The drug is a one-a-day preparation that has been
widely used in children since 2001.

The FDA and Genentech have issued a warn-
ing to physicians regarding the risk of serious
arterial thromboembolic events associated with
bevacizumab (Avastin). The drug is an angiogen-
esis inhibitor, a novel antineoplastic used to treat
metastatic colon cancer and other solid tumors.
Reports of cerebral infarctions, myocardial infarc-
tions, transient ischemic attacks, and angina have
all been associated with use of the drug.

The FDA has approved an orally disintegrating
form of carbidopa/levodopa for the treatment of
Parkinson’s disease. The preparation dissolves
rapidly in the mouth without the need for water,
allowing for dosing even when patients are rigid
or suffering from “off periods,” when producing
can be problematic. It will be marketed under the
trade name Parcopa and will be available in
10/100 tabs, 25/100 tabs, and 25/250 tabs, similar
to brand name Sinemet levodopa/carbadopa.
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