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Medical Policy

Joint Medical Policies are a source for BCBSM and BCN medical policy information only.
These documents are not to be used to determine benefits or reimbursement. Please
reference the appropriate certificate or contract for benefit information.
____________________________________________________________________________
Category: Lab and Pathology
*Current Policy Effective Date: 1/1/13

Title: CA-125 Testing

Procedure Code(s):
86304

____________________________________________________________________________
Description/Background
Ovarian cancer is a malignancy of the ovaries that tends to elude early diagnosis. Most women
with this malignancy seek medical attention late in the disease course, at which point the fiveyear survival is only 15 percent to 20 percent. However, if diagnosed early, the five-year
survival rate can be as high as 90 percent. Therefore, researchers have tried to develop
various means of screening the general population for ovarian cancer to improve long-term
survival.
CA-125 is a high molecular-weight protein antigen that is commonly elevated in patients with
known ovarian cancer. CA-125 may also be elevated in other gynecologic malignancies, such
as endometrial cancer, although the association is not as consistent as that with ovarian
cancer. CA-125 has been widely used as a technique to monitor patients with known ovarian
cancer or other gynecologic malignancies that are associated with elevated levels of CA-125 in
individual patients. Frequently, a rising CA-125 will be the initial sign of recurrent disease.
Screening methods for ovarian cancer include:
• Physical examination: Although this screening method is inexpensive, it has very poor
sensitivity and specificity for the detection of ovarian cancer.
• Pelvic ultrasound: Ultrasound examination of the pelvis is more expensive and very
sensitive but not very specific for ovarian cancer.
• Measuring serum levels of the tumor marker CA-125: Serum CA-125 levels are easy to
obtain and relatively inexpensive. However, there is concern that a single serum CA-125
level does not provide a high enough sensitivity and specificity to allow the general
population to be screened accurately for ovarian cancer.
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Note: clinical investigations of ovarian cancer screening using multiple serum CA-125 levels
over time, or single levels in combination with ultrasound and/or pelvic examination, may
yield more accurate diagnoses.
Serum levels of CA-125 may also be elevated in nonmalignant conditions, including
pregnancy, endometriosis, pelvic inflammatory disease and benign ovarian masses. Levels
may also be elevated without any identifiable cause for the elevation.
There have been no clinical trials to support the use of CA-125 screening for ovarian cancer
in asymptomatic, low to average risk women.
____________________________________________________________________________
CPT/HCPCS Level II Codes and Description

(Note: The inclusion of a code in this list
is not a guarantee of coverage. Please refer to the medical policy statement to determine the
status of a given procedure)

Established codes:
86304
Other codes (investigational, not medically necessary, etc.):
N/A
____________________________________________________________________________
Diagnoses/Medical Conditions
Ovarian cancer
____________________________________________________________________________
Medical Policy Statement
•
•

Measurements of CA-125 are established for patients meeting the patient selection
guidelines.
Measurement of CA-125 is considered experimental and investigational in asymptomatic
patients as a screening technique for ovarian cancer.

Rationale
This policy was originally created by BCBSA in 2001 and was updated in 2005 with a search of
the MEDLINE database. The policy was on no further review status and returned to active
review in 2011. The most recent literature search was for the period 2005 through August 2011.
Following is a summary of the key literature to date:
CA-125 for Monitoring and Surveillance of Known Ovarian Cancer and Other
Gynecologic Cancers
The use of CA-125 to monitor ovarian cancer recurrence in patients with known ovarian cancer
is considered standard practice and is not further discussed. In addition, other gynecologic
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malignancies, particularly endometrial cancer, may also be associated with CA-125 in individual
cases. If so, levels of CA-125 may be similarly monitored for cancer recurrence.
CA-125 as a Screening Tool for Ovarian Cancer
Most ovarian cancers present in an advanced stage such that complete surgical resection is not
possible. Therefore, there has been long-standing interest in developing screening techniques
for ovarian cancer. Measurements of CA-125 and transvaginal ultrasound have been the
techniques most commonly investigated. Validation of any oncologic screening technique
requires data showing that the screening is a sensitive and relatively specific technique to
identify cancers early in the course of the disease, such that prompt treatment results in an
improved outcome.
A large randomized controlled trial, the Prostate, Lung, Colorectal and Ovarian (PLCO) trial,
found that screening with CA-125 and transvaginal ultrasound did not reduce the rate of ovarian
cancer mortality compared with usual care. (1) The study, whose main findings were published
in 2011, was conducted at 10 centers in the United States and included 78,216 women aged 55
to 74 years-old. Women were randomized to be offered annual screening (n=39,105) or usual
care (n=39,111). Women in the intervention group were screened with a CA-125 blood test and
transvaginal ultrasound at baseline. They then underwent annual ultrasound for another 3 years
and an annual CA-125 for another 5 years. The study protocol changed over time; depending
on when women were enrolled, they may have been eligible for between 4 and 6 rounds of
screening. A total of 28,745 (73.5%) received the baseline screening, 5,508 (14.1%) did not
receive screening for a variety of reasons, and 4,852 (12.4%) were excluded because they had
undergone oophorectomy. (Women who had oophorectomy were still eligible to be screened for
lung cancer and colorectal cancer as part of the PLCO). The primary analysis included all
34,253 women who had not had an oophorectomy prior to study participation. Screening rates
for CA-125 in the usual care group ranged from 2-3% per year. By the fourth follow-up
screening, 14,138 (35% of the randomized population) had been screened with CA-125.
Participants were followed for a maximum of 13 years (median, 12.4 years). There were a total
of 118 deaths caused by ovarian cancer in the intervention group (3.1 per 10,000 person-years
of follow-up) and 110 deaths in the usual care group (2.6 per 10,000 person-years). The
difference in rates was not statistically significant [adjusted mortality rate ratio (RR), 1.18; 95%
confidence interval (CI): 0.82 to 1.71). During follow-up, there were 212 cases of ovarian cancer
in the intervention group (5.7 per 10,000 person-years) and 176 cases in the usual care group
(4.7 per 10,000 person-years). This difference in rates was also not statistically significant (RR,
1.21, 95% CI: 0.99 to 1.48). A total of 1,080 women, out of 3,285 with false-positive results,
underwent surgery as part of the diagnostic work-up. Of these, 163 (15%) experienced one or
more major complications; this yielded a rate of 20.6 complications for every 100 surgical
procedures. Infection was the most common complication, followed by direct surgical
complications. The authors noted that the study may not have been able to detect ovarian
cancer at an early enough stage to impact health outcomes, as evidenced by the lack of stage
shift (decrease in the number of advanced cancers detected in the intervention group compared
to the control group). The authors further state that the protocol in the ongoing United Kingdom
(UK) Collaborative Trial of Ovarian Cancer Screening (discussed below) might diagnose
ovarian cancer earlier and thus have an impact on mortality.
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An earlier pilot screening trial, published in 1999, included 22,000 postmenopausal women. (2)
After the initial baseline screening with CA-125, half the women were randomly selected to
receive 3 more annual tests, while the other half received no further tests but were followed up
by researchers. In the group assigned to receive annual screening, 468 women had elevated
CA-125 levels, and 29 were ultimately referred for a surgical biopsy. Of those referred for
biopsy, 6 were diagnosed with ovarian cancer, while the other 23 had false-positive results. Ten
more women in the screening group developed ovarian cancer during the 8 years they were
followed up by the researchers. This study did not provide data on whether screening reduced
the morbidity and mortality of ovarian cancer.
Patients with BRCA mutations, or patients with a strong family history of ovarian cancer, are
considered at higher risk of ovarian cancer. For example, in patients with a BRCA1 mutation,
the risk of ovarian cancer is estimated at 26% by age 76 years. For those with BRCA2
mutations, the risk is lower, estimated at 10% by age 70. Similarly, the risk associated with a
family history will vary according to the number of affected relatives. Some have suggested that
CA-125 screening may be appropriate in this high-risk subset of patients. For example, in 1997,
the Cancer Genetic Studies Consortium developed recommendations for the follow-up care of
individuals with BRCA1 and BRCA2 mutations. (3) These recommendations included annual or
semi-annual measurements of CA-125 and transvaginal ultrasound. However, the Cancer
Genetics Studies Consortium acknowledges that this screening method was based on expert
opinion only with no demonstrated benefit as yet.
Ongoing trials
United Kingdom (UK) Collaborative Trial of Ovarian Cancer Screening: This study is evaluating
multimodal screening, annual screening with CA-125 testing interpreted with the risk of ovarian
cancer algorithm and including transvaginal ultrasound as a second-line test. In addition to the
multimodal screening arm, there will a transvaginal ultrasound screening arm and a usual care
arm. The study includes postmenopausal women between the ages of 50 and 74 years and the
estimated number of participants is 20,000 women. The primary outcome of the study is ovarian
cancer mortality. The screening phase of the study will continue until December 31, 2011, and
initial follow-up will be complete on December 31, 2014. (4)
Summary
CA-125 testing to monitor ovarian cancer and other gynecologic malignancies is considered
standard practice. A large published randomized trial, conducted in the United States, found
that screening asymptomatic women for ovarian cancer with CA-125 does not reduce ovarian
cancer mortality but does result in unnecessary invasive procedures among women with falsepositive test results. An additional trial evaluating CA-125 testing of asymptomatic
postmenopausal women is ongoing in the U.K.
Practice Guidelines and Position Statements
CA-125 as a Screening Tool for Ovarian Cancer
National Cancer Care Network (NCCN): Their 2011 ovarian cancer guideline states,
“randomized data do not yet support routine screening for ovarian cancer in the general
population, and routine screening is not currently recommended by any professional society.
Some physicians follow women with high-risk factors (e.g. those with BRCA mutations, those
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with a family history) using CA-125 monitoring and endovaginal ultrasound; however,
prospective validation of these tests remains elusive…” (5)
United States Preventive Services Task Force (USPSTF): Their 2004 statement on screening
for ovarian cancer states recommends against routine screening for ovarian cancer (D
recommendation). (6)
American College of Obstetricians and Gynecologists (ACOG): A December 2002 Committee
Opinion notes currently available screening tests, including CA-125, do not appear to be
beneficial for screening low-risk, asymptomatic women for ovarian cancer. (7)
____________________________________________________________________________
Inclusionary and Exclusionary Guidelines (Clinically based guidelines that may
support individual consideration and pre-authorization decisions)

Inclusions (must meet one):
Testing for CA-125 levels in the following situations:
• For patients with symptoms suggestive of ovarian cancer.
• For patients with known ovarian cancer.
• For individual patients with other malignancies, such as endometrial cancer, in whom
baseline levels of CA-125 have been shown to be elevated.
• For testing of CA-125 levels after initial surgery and/or chemotherapy for ovarian carcinoma
in order to determine the patient’s prognosis
• Testing of CA-125 levels at the completion of chemotherapy as an index of residual disease.
• For monitoring a patient's response to therapy in the presence of advanced or recurrent
disease. In this setting, CA-125 levels may be obtained prior to each treatment cycle
Exclusions:
Measurement of CA-125 is considered experimental/investigational in asymptomatic patients as
a screening technique for ovarian cancer.
___________________________________________________________________________
Related Policies
• Genetic Testing to Determine the Prognosis of Breast Cancer
• Genetic Testing for Inherited Breast and Ovarian Cancers
___________________________________________________________________________
Government Regulations
National:
National Coverage Determination (NCD) for Tumor Antigen by Immunoassay - CA 125
(190.28)
A CA-125 level may be obtained as part of the initial pre-operative work-up for women
presenting with a suspicious pelvic mass to be used as a baseline for purposes of postoperative monitoring. Declines in CA-125 levels after initial surgery and/or chemotherapy for
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ovarian carcinoma are also measured by obtaining three serum levels during the first month
post treatment to determine the patient's CA-125 half-life, which has significant prognostic
implications.
CA-125 levels are again obtained at the completion of chemotherapy as an index of residual
disease. Surveillance CA-125 measurements are generally obtained every three months for
two years, every six months for the next three years, and yearly thereafter. CA-125 levels are
also an important indicator of a patient's response to therapy in the presence of advanced or
recurrent disease. In this setting, CA-125 levels may be obtained prior to each treatment cycle.
Limitations
The service may be ordered at times necessary to assess either the presence of recurrent
disease or the patient's response to treatment with subsequent treatment cycles. CA-125 is
specifically not covered for aiding in the differential diagnosis of patients with a pelvic mass as
the sensitivity and specificity of the test is not sufficient. In general, a single "tumor marker" will
suffice in following a patient with one of these malignancies.
Local:
There is no WPS LCD on this topic.
Michigan Department of Community Health:
86304 is payable. There is no Medicaid policy on this topic.
(The above Medicare information is current as of the review date for this policy. However, the coverage issues
and policies maintained by the Centers for Medicare & Medicare Services [CMS, formerly HCFA] are updated
and/or revised periodically. Therefore, the most current CMS information may not be contained in this
document. For the most current information, the reader should contact an official Medicare source.)
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Comments

BLUE CARE NETWORK BENEFIT COVERAGE
POLICY: CA-125 TESTING
I. Coverage Determination:
Commercial HMO
(includes Self-Funded
groups unless otherwise
specified)

Covered, criteria apply. The service may be appropriate
to assess either the presence of recurrent disease or the
patient's response to treatment with subsequent
treatment cycles. CA-125 is specifically not covered for
aiding in the differential diagnosis of patients with a
pelvic mass as the sensitivity and specificity of the test is
not sufficient. In general, a single "tumor marker" will
suffice in following a patient with one of these
malignancies.
Refer to inclusions/exclusions section.

BCNA (Medicare
Advantage)

Covered, criteria apply. The service may be appropriate
to assess either the presence of recurrent disease or the
patient's response to treatment with subsequent
treatment cycles. CA-125 is specifically not covered for
aiding in the differential diagnosis of patients with a
pelvic mass as the sensitivity and specificity of the test is
not sufficient. In general, a single "tumor marker" will
suffice in following a patient with one of these
malignancies.
Refer to inclusions/exclusions section.

BCN65 (Medicare
Complementary)
BlueCaid

Coinsurance covered if primary Medicare covers the
service.
Covered, criteria apply. The service may be appropriate
to assess either the presence of recurrent disease or the
patient's response to treatment with subsequent
treatment cycles. CA-125 is specifically not covered for
aiding in the differential diagnosis of patients with a
pelvic mass as the sensitivity and specificity of the test is
not sufficient. In general, a single "tumor marker" will
suffice in following a patient with one of these
malignancies.
Refer to inclusions/exclusions section.

II. Administrative Guidelines:
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•
•
•
•
•
•

The member's contract must be active at the time the service is rendered.
The service must be authorized by the member's PCP except for Self-Referral Option
(SRO) members seeking Tier 2 coverage.
Services must be performed by a BCN-contracted provider, if available, except for
Self-Referral Option (SRO) members seeking Tier 2 coverage.
Payment is based on BCN payment rules, individual certificate benefits and certificate
riders.
Appropriate copayments will apply. Refer to certificate and applicable riders for
detailed information.
CPT - HCPCS codes are used for descriptive purposes only and are not a guarantee
of coverage.
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