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Story from the frontlines:
A woman in her fifties presented to clinic with nonspecific abdominal pain. As part of her
workup she had a CA-125 level drawn which came back elevated at 210 (normal 35 U/mL or
less). The patient was subsequently referred to a gynecologist due to concern for ovarian
malignancy. Pelvic ultrasound and abdominal CT were pursued which came back negative. She
had a subsequent CA-125 level drawn a few months later which was elevated at 188. Oncology
was informally consulted by the primary physician, who stated that given the down-trending
value, a non-malignant etiology is more likely, and to repeat the value a third time and not
pursue further testing if downward trend continues. Three months later, the patient had a repeat
CA-125 level which came back at 66, thus negating the need for further testing.
Teachable moments:
Ovarian cancer is the fifth leading cause of cancer-related deaths in the United States. In
three-fourths of cases, it is diagnosed in advanced stages, necessitating the need for a reliable,
sensitive, and specific biomarker. CA-125, a macromolecular glycoprotein, emerged as a
potential biomarker for ovarian cancer in the 1980s. However, we are now aware of its low
sensitivity and specificity, especially in early disease. Additionally, CA-125 can be elevated in a
variety of other conditions, including pregnancy, endometriosis, menstruation, inflammatory
diseases in the peritoneum or GI tract, and 1% of healthy women.1 In addition, pertinent to our
case, CA-125 can be elevated in patients with severe heart failure, and the degree of elevation
has been shown to correlate with disease severity and BNP.2
In 2004, a retrospective study of 751 females in the UK looked at every patient who had a
CA-125 measurement from 2000-2002 in one hospital system. A CA-125 level was obtained due
to suspicion for ovarian cancer in only 34% of patients. The most common reason to obtain a
CA-125 was suspicion for general malignancy (44%), of which 36% of these patients presented
with abdominal pain (15% of total cases). Of the patients that did have a positive CA-125, the
most common subsequent testing included abdominal/pelvic ultrasound or CT. The study
concluded that CA-125 is widely used for reasons other than its purpose. 3
Another interesting review of the literature was a case report by Klopacka et al. This was a
case of a 32 year old woman with Crohn’s disease and ascites concerning for ovarian
malignancy. A CA-125 level was obtained which was elevated, and imaging was pursued to rule
out ovarian malignancy. CA-125 elevation was ultimately attributed to ascites and gut
inflammation secondary to Crohn’s disease. 4 This case parallels my patient’s case. It is highly
likely that GI edema and inflammation secondary to both lymphocytic colitis and HFrEF
contributed to an elevated CA-125.
Per the USPSTF, the most recent evidence recommends against using CA-125 as a screening
tool for ovarian cancer in asymptomatic women, as it does not significantly change morbidity or
mortality.5 In addition, screening can lead to significant harm, including surgical intervention in
women with a false positive, unnecessary radiation exposure, costs to the health care system, and
social distress about a questionable cancer diagnosis.
The best uses of this marker currently include helping to predict prognosis, as well as
monitoring response to therapy in ovarian cancer patients. Consistently elevated levels despite

chemotherapy typically suggests worse outcomes. 6 In addition, CA-125 elevation after remission
strongly suggests recurrence of malignancy, and has been shown to preclude radiological or
symptomatic findings by 2-4 months. Thus, CA-125 is FDA approved for monitoring of
epithelial ovarian cancer. It is also approved for screening together with a transvaginal
ultrasound in BRCA1 positive patients.7
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