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| Description |

This document addresses the tumor marker cancer antigen 125 (CA-125) testing.

| Clinical Indications |

Medically Necessary:

CA-125 testing is considered medically necessary for any of the following:
1. Suspected ovarian cancer:
a. Evaluation of a pelvic or abdominal mass in postmenopausal individuals; or
b. Evaluation of a pelvic or abdominal mass suspicious for an epithelial ovarian cancer or other
specified malignancy in premenopausal individuals; or
c. Evaluation of an individual with signs or symptoms suggestive of ovarian cancer (for example,
ascites, abdominal distention, bloating,-pelvic/abdominal pain, difficulty eating or feeling full
quickly, urinary symptoms); or
2. Management of ovarian cancer:
a. As an aid in the monitoring of disease; or
b. Assessing response to treatment: or
c. Asan aid to a surgical procedure; or
d. Detection of recurrent disease; or
3. Management of endometrial cancer:
a. Asan aid to a surgical procedure; or
b. When elevated at diagnosis, to be used as an aid in the monitoring of disease, assessment of
response to treatment and monitoring for recurrent disease; or
4. Surveillance in individuals with hereditary breast and ovarian cancer syndrome starting at age 30 years
until-the time they choose to pursue risk-reducing bilateral salpingo-oophorectomy; or
5. Evaluation or management of the following malignancies:
a. Appendiceal adenocarcinoma; or
b. Pancreatic adenocarcinoma; or
¢/ Peritoneal mesothelioma; or
d. Uterine’neoplasms.

Not Medically Necessary:

CA-125 testing is considered not medically necessary when the above criteria are not met.
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Cancer Antigen 125 Testing
Coding

The following codes for treatments and procedures applicable to this guideline are included below for informational purposes.
Inclusion or exclusion of a procedure, diagnosis or device code(s) does not constitute or imply member coverage or provider
reimbursement policy. Please refer to the member's contract benefits in effect at the time of service to determine coverage or
non-coverage of these services as it applies to an individual member.

When services are Medically Necessary:

CPT
86304

ICD-10 Diagnosis

Immunoassay for tumor antigen, quantitative; CA 125

C18.1 Malignant neoplasm of appendix

C25.0-C25.9 Malignant neoplasm of pancreas

C45.1 Mesothelioma of peritoneum

C48.0-C48.8 Malignant neoplasm of retroperitoneum and peritoneum

C51.8 Malignant neoplasm of overlapping sites of vulva

C53.0-C55 Malignant neoplasm of cervix uteri,.corpus uteri, uterus part unspecified
C56.1-C56.9 Malignant neoplasm of ovary

C57.00-C57.9 Malignant neoplasm of other and unspecified female genital organs
C7B.04 Secondary carcinoid tumors-of peritoneum

C76.2-C76.3 Malignant neoplasm of abdomen, pelvis

C78.6 Secondary malignant neoplasm of retroperitoneum and peritoneum

C79.60-C79.63
C79.82

Secondary malignant neoplasm of ovary
Secondary malignant neoplasm of genital organs

D07.0-D07.39 Carcinoma in situ of endometrium, vulva, vagina, other and unspecified female genital
organs

D25.0-D26.9 Leiomyoma of uterus, other benign neoplasms of uterus

D27.0-D27.9 Benign neoplasm of ovary

D39.0-D39.9 Neoplasm of uncertain behavior of female genital organs

D48.114 Desmoid tumor;‘intraabdominal

D48.3-D484 Neoplasm of uncertain behavior of retroperitoneum, peritoneum

D49.59 Neoplasm-of unspecified behavior of other genitourinary organ

G89.3 Neoplasm related pain (acute) (chronic)

M33.00-M33.99 Dermatopolymyositis

N32.81 Overactive bladder

N39.41-N39.498 Other specified urinary incontinence

N73.0-N73.9 Other female pelvic inflammatory diseases

N80.00-N80.399 Endometriosis of uterus, ovary, fallopian tube, pelvic peritoneum

R10.0-R10.9 Abdominal and pelvic pain

R14.0 Abdominal distension (gaseous)

R18.0-R18.8 Ascites

R19.00-R19.09

Intra-abdominal and pelvic swelling, mass and lump
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R32 Unspecified urinary incontinence

R35.0-R35.89 Polyuria

R39.15 Urgency of urination

R63.30-R63.39 Feeding difficulties

R68.81 Early satiety

R97.0-R97.1 Elevated carcinoembryonic antigen [CEA], elevated cancer antigen 125 [CA 125]

R97.8 Other abnormal tumor markers

Z15.01-215.02 Genetic susceptibility to malignant neoplasm of breast, ovary

785.41-785.44 Personal history of malignant neoplasm of cervix uteri, other parts of uterus, ovary, other

female genital organs

When services are Not Medically Necessary:
For the procedure codes listed above for all other diagnoses not listed.

Discussion/General Information

Cancer antigen 125 (CA-125) is a type of tumor marker. It is commonly expressed by epithelial ovarian neoplasms
and other tissues, such as cells lining the endometrium, fallopian tubes, pleura, peritoneum, and pericardium. High
levels of tumor markers such as CA-125 in the blood may also be a sign of cancer. CA-125 testing may be used to
monitor how well cancer treatments are working or if cancer has reoccurred. However, elevated levels of CA-125
may also be present in instances of endometriosis, pregnancy;.pelvic inflammatory disease, and nongynecologic
cancer. These instances of potential fluctuation in CA-125 levels can.lead to false positive results and limited
specificity.

Ovarian Cancer

The National Comprehensive Cancer Network® (NCCN) guidelines for Ovarian Cancer including Fallopian Tube
Cancer and Primary Peritoneal Cancer. (NCCN, 2024) recommend CA-125 testing for those who present with a
suspicious or palpable pelvic mass.on abdominal/pelvic exam, and/or ascites, or abdominal distention. The NCCN
also recommends CA-125 testing for those with symptoms not without source of malignancy (that is, bloating,
pelvic/abdominal pain, difficulty eating or feeling full quickly, and urinary symptoms [urgency or frequency]). In
addition, the NCCN guidelines recommend.CA-125 testing for individuals with a new diagnosis of ovarian cancer
after a recent surgical procedure and as part of a preoperative workup. This is based on data showing that CA-125
levels correlate with the extent of the disease, the clinical course of the disease which can assist in treatment
planning, monitoring response to therapy, and surveillance for recurrence. The NCCN guideline also notes
“Primary peritoneal and fallopian tube cancers are treated in the same manner as epithelial ovarian cancer.”

The 2016 American College of Obstetricians and Gynecologists (ACOG) practice bulletin for evaluation and
management of adnexal‘masses states that using CA-125 in the evaluation of adnexal masses is most useful in those
who are postmenopausal and in identifying nonmucinous epithelial cancer. For those with epithelial ovarian cancer,
the CA-125 level is elevated in 80% of individuals.

Surveillance of ovarian cancer, including concurrent transvaginal ultrasound (TVUS) and testing of CA-125, may
be appropriate for certain high-risk individuals (specifically, carriers of high penetrance hereditary breast and
ovarian cancer syndrome-associated mutations with a strong family history of breast and ovarian cancer) who are of
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the age range of recommended risk-reducing salpingo-oophorectomy and opt not to pursue it. Studies of concurrent
testing with CA-125 and TVUS in high-risk individuals are largely limited to observational studies and have found
that most detected cancers (70 to 80 percent) are stage 11 or 1V, with a positive predictive value of 26% for incident
screening. The 2024 NCCN guidelines for Genetic/Familial High-Risk Assessment: Breast, Ovarian, and Pancreatic
along with the American Cancer Society and ACOG suggest that screening may be appropriate‘in individuals with
a diagnosed genetic syndrome that increases the lifetime risk for ovarian and breast cancer and have not or not yet
elected to pursue risk-reducing removal of bilateral tubes/ovaries.

Neither current literature nor the United States Preventive Services Task Force (USPSTF) support routine screening
for ovarian cancer in asymptomatic individuals. The 2017 ACOG committee opinion titled ‘‘The Role of the
Obstetrician—Gynecologist in the Early Detection of Epithelial Ovarian Cancer in Women at Average Risk”
concludes:

The use of transvaginal ultrasonography and tumor markers (such as CA 125), alone or in
combination, for the early detection of ovarian cancer in average-risk women have not been proved
to reduce mortality, and harms exist from invasive diagnostic testing (eg, surgery) resulting from
false-positive test results.

In 2016, Pinsky and colleagues reported an analysis of the Prostate, Lung, Colorectal and Ovarian (PLCO) Cancer
Screening Trial with extended mortality follow-up for 6 years. Those in the intervention arm were screened for
ovarian cancer with annual trans-vaginal ultrasound and CA-125. There was a total of 187 deaths from ovarian
cancer in the intervention arm and 176 deaths in the usual care arm, for a risk-ratio of 1.06 (95% confidence
interval [CI], 0.87-1.30). The authors concluded there was no mortality benefit from screening for ovarian cancer
with CA-125 and transvaginal ultrasound.

A 1996 prospective study by Jacobs and colleagues analyzed the risk of epithelial ovarian cancer and fallopian tube
cancer in asymptomatic, postmenopausal individuals with an elevated CA-125. The authors concluded that an
elevated CA-125 was a predictor of ovarian cancer with a relative risk of 35.9 (95% CI, 18.3 to 70.4) during the
year after a screen and 14.3 (8.5 to 24.3) during the 5 years after a screen. However, in 2009 Partridge and
colleagues (as part of the PLCO Cancer Screening Trial) reported whether annual screening with transvaginal
ultrasound and CA-125 reduces ovarian cancer mortality. The authors found “the surgery to detected cancer ratio
was 19.5 to 1, and 72% of screen detected cancers were late stage.”

Individuals ‘who are premenopausal have a higher likelihood of having benign gynecologic conditions. However,
positive-predictive value (PPV) is low even in those who are postmenopausal. In the detection of ovarian cancer in
postmenopausal individuals, specificity of a single CA-125 ranged from 98.6% to 99.4% which resulted in a low
PPV of 3% (Einhorn, 1992; Zurawski, 1988). PPV for invasive cancer among healthy women ages 55 to 74 years
old was similarly low.

Screening for ovarian cancer can be challenging due to the low disease prevalence in those at average risk. Testing
strategies should include those with high specificity and sensitivity to minimize false-positive tests. Screening for
those at average risk with CA-125 has not been shown to reduce mortality.

Endometrial Cancer
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Along with expert review, the 2024 NCCN guideline for Uterine Neoplasms considers CA-125 in the initial
evaluation of endometrial cancer and as an aid to a surgical procedure.

A single-center retrospective chart review by LyBarger and colleagues in 2022 reported the odds ratio (OR) and
relative risks (RR) between preoperative levels of CA-125 and the likelihood of a positive (+) lymph node
metastasis and + lymphovascular space invasion. Using preoperative levels of CA-125, risk factors for +lymph
node metastasis could distinguish those who are more likely to benefit from lymphadenectomy versus thaese who
would not. There were 890 participants included. There was an increase in the median CA-125and for those with +
lymph node metastasis and + lymphovascular space invasion. Also, as stage and grade of disease increased, CA-
125 generally increased. The RR and OR tended to increase above a CA-125 threshold of 35U/ml for all
participants. The participants who had a CA-125 level of 9U/ml, 10U/ml, or 12U/ml had a decrease in risk of
+lymph node metastasis 87, 88, and 72% respectively. With a CA-125 level of 222U/ml or greater, the largest
increase in risk for participants having stage 11/111/1V disease was 52% greater than for stage | and the largest risk
for those having stage I1I/1V disease was 66% greater. Participants with a CA-125 of 122U/ml or greater showed a
significantly increased risk of +lymph node metastasis and those with a CA-125 of 199 U/ml or greater showed a
significantly increased risk of + lymphovascular space invasion. The authors concluded an elevated preoperative
CA125 is associated with an increased risk of elevated stage, + lymphovascular space invasion, +lymph node
metastasis, and higher grade, which could be associated with less favorable outcomes.

Hereditary Breast and Ovarian Cancer

The 2024 NCCN guideline for Genetic/Familial High-Risk Assessment: Breast, Ovarian, and Pancreatic notes that
for individuals diagnosed with a genetic syndrome that increases the lifetime risk for ovarian and breast cancer and
have not or not yet elected to pursue risk-reducing removal of bilateral tubes/ovaries, CA-125 results using the risk
of ovarian cancer algorithm (ROCA) protocol in high-risk individuals suggest a stage shift. Conclusions were based
on a study of 4348 individuals with an estimated lifetime ovarian cancer risk no less than 10% who underwent
ovarian cancer screening via serum CA-125 tests every 4 months (using ROCA protocol). There were 13
participants who were diagnosed with ovarian cancer as a result of the screening protocol, with 5 of the 13
participants being diagnosed with early-stage cancer. The sensitivity, positive predictive value, and negative
predictive value of the screening protocol for. detecting ovarian cancer within 1 year were 94.7%, 10.8%, and
100%, respectively.

The 2017 ACOG Practice'Bulletin for'Hereditary Breast and Ovarian Cancer Syndrome (ACOG, 2017) states:

In women with BRCA mutations or who have a personal or family history of ovarian cancer, routine
ovarian cancer screening'with measurement of serum CA 125 level or transvaginal ultrasonography
generally‘is not recommended. Transvaginal ultrasonography or measurement of serum CA 125 level may
be reasonable for short-term surveillance in women at high risk of ovarian cancer starting at age 30—35
years until the time they choose to pursue risk-reducing bilateral salpingo-oophorectomy.

Other Malignancies

Appendiceal cancer is very rare. For those with appendiceal adenocarcinoma, the 2023 NCCN guideline for Colon
Cancer recommends CA-125 levels, particularly if CEA and CA 19-9 levels are normal. Also noting that normal
CA-125 and CA19-9 levels correspond to an increase in survival and a decrease in recurrence of disease.
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Expert review indicates CA-125 results can be clinically relevant in pancreatic adenocarcinoma, appendiceal
adenocarcinoma, peritoneal mesothelioma and uterine neoplasms. The NCCN guideline for Pancreatic
Adenocarcinoma notes that for resectable disease, neoadjuvant therapy, borderline resectable disease without
metastases, and postoperative adjuvant treatment, CA-125 can be used in individuals who are nonsecreting or in
those with normal CA 19-9 levels.

Peritoneal mesothelioma is a rare form of cancer that affects the peritoneum (the membrane that lines the
abdominal cavity and organs). The use of paracentesis fluid (cytology) is not recommended for-diagnosis as
invasion can’t be detected using cytology. The 2024 NCCN guidelines for Mesothelial: Peritoneal recommends
CA-125 could be considered for the initial evaluation of peritoneal mesothelial.

In the evaluation of uterine neoplasms, the 2024 NCCN guideline recommends CA=125 in the initial preoperative
evaluation for known or suspected malignancy, suspected extrauterine disease, and in surveillance of disease if the
initial CA-125 was elevated. For those with extrauterine disease, CA=125 levels may be helpful to monitor clinical
response. In addition, individuals with uterine serous carcinoma, clear cell carcinoma, carcinosarcoma, or
undifferentiated/dedifferentiated carcinomas may present with pelvic masses, abnormal cervical cytology, or ascites
in addition to postmenopausal bleeding. The NCCN also recommends'CA-125 may be useful prior to surgery to
assess if extrauterine disease is present.

Definitions

Ascites: The accumulation of fluid in spaces within the abdomen.
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