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Importance of serial CA125 pattern rather than absolute cut-offs in detection of
asymptomatic ovarian cancer in women at increased risk.
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SYNOPSIS: Assessment based on change in serial CA125 values rather than
absolute cut-off would have allowed earlier diagnosis of invasive epithelial ovarian
cancer.
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A 45-year old presented to our familial gynaecological cancer clinic. Her familyhistory of cancer did not fulfil criteria used in clinic or the national UK Familial
Ovarian Cancer Screening Study (UKFOCSS for high-risk patients. She had no
living affected relatives and was not eligible for BRCA1/2 testing. Hence, she was
ineligible for risk-reducing salpingo-oophorectomy (RRSO) or 4-monthly screening
on UKFOCSS. Given her family-history and wishes, annual screening (annual Ca125
and Trans-vaginal Ultrasound (TVUS) was arranged. She had a history of
diverticulitis. Her Ca125 remained normal (30U/ml cut-off) in 2008 (12U/ml) and
2009 (24U/ml) and rose to 176U/ml in July-2010 (Fig-1). Her TVUS remained normal
throughout. In July-2010 she gave a 7-month history of worsening constipation,
bloating, urinary frequency and left sided pain. Repeat Ca125 was 233U/ml; TVUS
showed only thickening of the left fallopian tube and colonoscopy was consistent
with diverticular disease. .CT scan in August-2010 showed widespread abdominopelvic peritoneal and omental disease. Omental biopsy confirmed diagnosis of
poorly-differentiated serous carcinoma of ovarian/peritoneal origin. Genetic testing
following diagnosis showed no mutations in the BRCA1/2 genes. Retrospective
analysis of Ca125 values using the Risk of Ovarian Cancer Algorithm (ROCA)(1)
used in screening trials would have classified her as being at ‘high-intermediate’ risk
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which would have triggered repeat Ca125 and imaging in 4 weeks in July 2009,
twelve months before diagnosis (Fig-1).

Our case highlights important issues facing patients and clinicians managing women
with family-history of breast and/or ovarian cancer. The only effective clinical option
is RRSO but currently it is recommended only in BRCA1/2 mutation carriers or
women with a high-risk family-history. In those with a family-history suggestive of
lesser

levels of risk, the available options are symptom awareness (2) and

screening, both of which are of questionable efficacy. Our experience emphasises
the importance of serial CA125 profile. ROCA use when compared to a fixed cut-off
doubled the number of screen-detected invasive epithelial OC in the general
population

UK

Collaborative

Trial

of

Ovarian

Cancer

Screening.(3)

The

PEB longitudinal algorithm has also been shown on modelling to identify ovarian
cancer earlier (4). Even using a simple doubling rule may have led to an earlier
diagnosis. Reliance on an absolute CA125 cut-off or normal pelvic TVUS in the
context of rising marker levels is inadequate. This is immediately relevant to
clinicians who offer adhoc screening to high-risk patients who are unwilling to
consider risk-reducing surgery.
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