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his statement summarizes the current U.S. Preventive Services Task

Force (USPSTF) recommendation on screening for ovarian cancer

and the supporting evidence, and updates the 1996 recommenda-
tions contained in the Guide to Clinical Preventive Services, Second Edition: Periodic
Updates." In 1996, the USPSTF recommended against routine screening for
ovarian cancer (a "D" recommendation). Explanations of the ratings and of
the strength of overall evidence are given in Appendix A and in Appen-
dix B, respectively. The complete information on which this statement is
based, including evidence tables and references, is available in the brief
evidence update “Screening for Ovarian Cancer,” available through the
USPSTF Web site at http://www.preventiveservices.ahrq.gov and through
the National Guideline Clearinghouse™ (http://www.guideline.gov). The
recommendation statement and brief evidence updates are also available
from the Agency for Healthcare Research and Quality (AHRQ) Publica-
tions Clearinghouse in print through subscription to the Guide to Clinical
Preventive Services, Third Edition: Periodic Updates.

RECOMMENDATION

The U.S. Preventive Services Task Force (USPSTF) recommends against
routine screening for ovarian cancer. D recommendation.

The USPSTF found fair evidence that screening with serum CA-125 level or
transvaginal ultrasound can detect ovarian cancer at an earlier stage than it can be
detected in the absence of screening; bowever, the USPSTF found fair evidence that
earlier detection would likely have a small effect, at best, on mortality from ovarian
cancer. Because of the low prevalence of ovarian cancer and the invasive nature of
diagnostic testing after a positive screening test, there is fair evidence that screening
could likely lead to important harms. The USPSTF concluded that the potential
barms outweigh the potential benefits.

CLINICAL CONSIDERATIONS

e There is no existing evidence that any screening test, including CA-125,
ultrasound, or pelvic examination, reduces mortality from ovarian cancer. Fur-
thermore, existing evidence that screening can detect early-stage ovarian can-
cer is insufficient to indicate that this earlier diagnosis will reduce mortality.

e Because there is a low incidence of ovarian cancer in the general pop-
ulation (age-adjusted incidence of 17 per 100,000 women), screening for
ovarian cancer is likely to have a relatively low yield. The great majority of
women with a positive screening test will not have ovarian cancer (ie, they
will have a false-positive result). In women at average risk, the positive pre-
dictive value of an abnormal screening test is, at best, approximately 2%
(ie, 98% of women with positive test results will not have ovarian cancer).

e The positive predictive value of an initially positive screening test
would be more favorable for women at higher risk. For example, the lifetime
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probability of ovarian cancer increases from about 1.6% in

a 35-year-old woman without a family history of ovarian
cancer to about 5% if she has one relative and 7% if she
has two relatives with ovarian cancer. If ongoing clinical
trials show that screening has a beneficial effect on mor-
tality rates, then women at higher risk are likely to experi-
ence the greatest benefit.

DISCUSSION

Opvarian cancer is the fifth leading cause of cancer
death among women in the U.S., accounting for an
estimated 25,400 new cases and 14,300 deaths in
2003.3 Several risk factors are associated with ovar-
ian cancer. Family history increases the risk for ovar-
ian cancer: having 1 first- or second-degree relative
with ovarian cancer increases risk by about threefold.*
Carriers of the BRCA1 or BRCA2 gene mutations are
also at increased risk.” The risk for developing ovar-
ian cancer is reduced with oral contraceptive use and
pregnancy of any duration.® Some studies have shown
that postmenopausal women taking estrogen may be at
increased risk for developing ovarian cancer.”®

Most women with ovarian cancer have non-local-
ized disease at the time of diagnosis.’> A randomized
controlled trial (RCT) using multi-modal screening
(CA-125 screening, followed by ultrasound for abnor-
mally elevated levels) reported that 50% of patients
with ovarian cancer in the screened group were in Stage
[, compared with only 5% in the control group.?® This
difference was not statistically significant. Two large
cohort studies using transvaginal ultrasound screening
reported that 59% to 65% of ovarian cancers were diag-
nosed in Stage 1.'"%"" However, there is no evidence that
detecting earlier-stage tumors through screening leads
to a decrease in ovarian cancer-specific mortality.

Establishing the true sensitivity of CA-125 or ultra-
sound is limited by several factors. The studies assess-
ing the accuracy of screening tests have used different
thresholds to define an elevated CA-125, different
lengths of clinical follow-up, and have included small
numbers of patients. In women at average risk for ovar-
ian cancer, using thresholds of 30 U/mL or 35 U/mlL,
the 1-year follow-up sensitivity of CA-125 screening,
followed by ultrasound, has been reported to be about
80%; the specificity is nearly 100%.'*'* However, using
a similar CA-125 threshold for women at high risk for
ovarian cancer, the sensitivity would be reduced to
50%. The estimated sensitivity of annual transvaginal
ultrasound at 1-year follow-up is 88% (95% Confidence
Interval [Cl], 47%-100%); and the specificity is esti-
mated to range from 97% to 99%." There is conflicting
evidence as to whether adding color Doppler imaging to
ultrasound screening can reduce the rate of false-positive

test results.''” There are few data to determine the sen-
sitivity and specificity of successive rounds of screening.
There is a significant potential for harms associated
with screening for ovarian cancer, although there are
few data to assess the magnitude of harms from screen-
ing, such as needless surgery or increased anxiety. A
study by the British Health Technology Assessment
program (HTA) estimated that screening a hypothetical
cohort of 10,000 women aged 50 to 64 for ovarian can-
cer, using either annual CA-125 or twice-yearly trans-
vaginal ultrasound (assuming specificities of 97% and
93%, respectively), would result in 300 women (using
CA-125) or 350 women (using ultrasound) who do not
have ovarian cancer being recalled each year for further
assessment, resulting in potential distress and anxiety
in otherwise healthy women."” Of these, 20 (using CA-
125) or 65 (using ultrasound) women without ovarian
cancer would undergo surgery each year. For women at
average risk for ovarian cancer, the positive predictive
value of an abnormal screening test is, at best, approxi-
mately 2%. On the other hand, the potential benefits
of screening (based on this model's optimistic assump-
tion that earlier treatment leads to a 40% mortality
reduction) would yield a maximum of 4 additional
cancers detected per year, and would result in 1.5 addi-
tional 5-year survivors for each year of screening.
Although no RCT of screening for ovarian cancer
with mortality outcomes in the general population has
yet been completed, at least 3 such RCTs are currently in
progress: the UK Collaborative Trial of Ovarian Cancer
Screening; the NIH Prostate, Lung, Colorectal and Ovar-
ian (PLCO) Cancer Screening Trial; and the European

Randomized Trial of Ovarian Cancer Screening.'$-%

RECOMMENDATIONS OF OTHERS

Routine screening for ovarian cancer is not recommended
by any medical organization. The American Cancer
Society (ACS) states that women with a strong family
history of this disease may be screened, but transvaginal
ultrasound and CA-125 are not recommended for screen-
ing women without known strong risk factors for ovar-
ian cancer.?' Instead of routine screening, the American
College of Obstetricians and Gynecologists (ACOG)
suggests that generalist obstetrician-gynecologists remain
vigilant for the early signs and symptoms of ovarian can-
cer, such as abdominal or pelvic pain and unexplained
weight loss, and that these symptoms be evaluated by
pelvic examination, CA-125, or ultrasound.”? The Cana-
dian Task Force on Preventive Health Care (CTFPHC),
recommended against screening asymptomatic pre- and
post-menopausal women in 1994.2* The Canadian Task
Force also found insufficient evidence to recommend

for or against screening high-risk women with a family
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APPENDIX A

U.S. Preventive Services Task Force Recommendations and Ratings

The Task Force grades its recommendations according to one of 5
classifications (A, B, C, D, 1) reflecting the strength of evidence and
magnitude of net benefit (benefits minus harms):

A. The USPSTF strongly recommends that clinicians provide [the ser-

service] improves important health outcomes and concludes that
benefits substantially outweigh harms.

B. The USPSTF recommends that clinicians provide [the service] to
eligible patients. The USPSTF found at least fair evidence that [the
service] improves important health outcomes and concludes that
benefits outweigh harms.

C. The USPSTF makes no recommendation for or against routine
provision of [the service]. The USPSTF found at least fair evidence
that [the service] can improve health outcomes but concludes that
the balance of benefits and harms is too close to justify a general
recommendation.

D. The USPSTF recommends against routinely providing [the service]
to asymptomatic patients. The USPSTF found at least fair evidence
that [the service] is ineffective or that harms outweigh benefits.

I. The USPSTF concludes that the evidence is insufficient to recom-
mend for or against routinely providing [the service]. Evidence that
[the service] is effective is lacking, of poor quality, or conflicting,
and the balance of benefits and harms cannot be determined.

vice] to eligible patients. The USPSTF found good evidence that [the

APPENDIX B

The USPSTF grades the quality of the overall evidence for a service
on a 3-point scale (good, fair, poor):

Good
Evidence includes consistent results from well-designed, well-con-
ducted studies in representative populations that directly assess
effects on health outcomes.

Fair
Evidence is sufficient to determine effects on health outcomes, but
the strength of the evidence is limited by the number, quality, or
consistency of the individual studies, generalizability to routine
practice, or indirect nature of the evidence on health outcomes.

Poor
Evidence is insufficient to assess the effects on health outcomes
because of limited number or power of studies, important flaws in
their design or conduct, gaps in the chain of evidence, or lack of
information on important health outcomes.

U.S. Preventive Services Task Force Strength of Overall Evidence

history of ovarian cancer, but noted that expert opinion

suggested these women be referred to an academic health

center for regular combination screening.

To read or post commentaries in response to this article, see it
online at http://lwww.annfammed.orgl/cgilcontent/full/l2/3/260.
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Disclaimer: Recommendations made by the USPSTF are independent of
the U.S. Government. They should not be construed as an official position
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