Practice Easily missed?
Ovarian cancer
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Ovarian cancer is the leading cause of death from gynaecological cancer in the United Kingdom. Around 4400 deaths occur each year, and UK mortality figures are worse than comparable European ones.1
Case scenario
Susan was 52 when she first noticed symptoms of urinary urgency, then abdominal swelling and intermittent abdominal pain. Because at the time she was tearful and tired as a result of work difficulties, and urinalysis was normal, her general practitioner thought that she was depressed. After several more attendances, however, her abdomen was examined, and a mass was felt on vaginal examination. Rapid investigation, including transvaginal ultrasound and serum CA125, led to surgery and a diagnosis of stage III ovarian cancer.
How common is it?
· Just under 7000 new diagnoses are made each year in the United Kingdom
· This equates to about one new diagnosis for each full time general practitioner every five years
· About 85% of new cases are diagnosed in women over 50 years
Why is it missed?
The vagueness and non-specific nature of the symptoms, lack of serious pain or physical disability, and lack of awareness cause women to dismiss the symptoms as being related to normal body changes, such as the menopause, or to stress.2 The initial symptoms are often suggestive of benign gastrointestinal or urinary conditions, which are also much more common than ovarian cancer. The predominance of gastrointestinal symptoms means that women are often misdiagnosed as having irritable bowel syndrome or gastritis.3 In women over 50, the new onset of irritable bowel syndrome-like symptoms should raise the possibility of serious disease, including ovarian cancer.
Even if cancer is considered, colorectal cancer is more common, and patients are often sent on the wrong investigative pathway. Current UK referral guidelines recommend urgent investigation only in the presence of abnormal vaginal bleeding or a palpable pelvic mass.4 Both are uncommon early features. Screening is not available—it is still being evaluated in large randomised controlled trials.
Why does this matter?
Ovarian cancer is staged by the International Federation of Obstetrics and Gynaecology (FIGO) system. Most women present with advanced stage disease (FIGO III and IV), which is associated with a five year survival of 25-30% compared with 80-90% in those diagnosed in early stages (FIGO I or II). The median time to diagnosis is reported as less than three months in 55% of women, but it was more than six months in 26% and more than a year in 11%.3 Women who ignored their symptoms or presented with gastrointestinal symptoms were significantly more likely to be diagnosed with advanced disease.3 5
How is it diagnosed?
Clinical diagnosis
Because the incidence of ovarian cancer is relatively low, positive predictive values for most symptoms are low (table⇓).6 7 Abdominal distension is usually persistent and progressive, unlike bloating, which most clinicians use to mean intermittent distension. However, women have their own interpretation of these terms, so it is important to clarify what is meant.8
Main symptoms of ovarian cancer
	Symptom
	Frequency reported to GP before diagnosis
	Positive predictive value in primary care

	Abdominal pain
	53%
	0.3%

	Fatigue 
	39%
	Unknown, but will be small

	Abdominal distension
	36%
	2.5%

	Diarrhoea 
	27%
	Unknown, but will be small

	Bloating 
	17%
	0.3%

	Pelvic pain
	16%
	Unknown

	Increased urinary frequency 
	14%
	0.2%

	Abnormal vaginal bleeding
	13%
	0.5%

	Weight loss
	10%
	Unknown


Main symptoms of ovarian cancer
A symptom index of pelvic or abdominal pain, increased abdominal size or bloating, and difficulty eating or feeling full, when present for more than a year and occurring on more than 12 days a month, had a sensitivity of 56.7% for early stage disease and 79.5% for advanced stage disease. Specificity was 90% for women age over 50 in a US primary care setting and 86.7% for women under 50 years.9
In the UK, recent guidance urges doctors to look for ovarian cancer in patients with the above symptoms, especially if they are of recent onset and persistent.10 A similar awareness campaign is under way in the United States. Abdominal and pelvic examinations are important—almost half of women may have a palpable mass at diagnosis. If the examination is negative, women should be encouraged to return if symptoms become more frequent or pronounced.
Investigations
Serum CA125 and transvaginal ultrasound had a specificity of 95% and 92%, respectively, in a pilot study of symptomatic women over 45 years in primary care.11 Their sensitivity in symptomatic women in primary care is unknown, so a negative test cannot completely rule out cancer. The preferred investigation is a combination of CA125 and pelvic (ideally transvaginal) ultrasound, which is more sensitive and more specific than either alone in distinguishing benign from malignant adnexal masses.12 A “risk of malignancy index”—which combines CA125, menopausal status, and transvaginal ultrasound findings—is often used to differentiate malignant ovarian masses from benign ones.13
How is it managed?
Surgery is the primary intervention in suspected ovarian cancer, both to obtain histological confirmation and stage as well as first line treatment. In women who have completed their families, this usually means laparotomy with removal of the uterus, fallopian tubes, ovaries, part of the omentum, and any relevant biopsies. If disease is advanced, “debulking” surgery is performed with the aim of leaving behind as little tumour as possible. Increasing evidence points to minimal residual disease being associated with better prognosis. Immediately after surgery, many women are given adjuvant chemotherapy, normally a platinum compound with paclitaxel added on an individual basis.
Key points
· Any of the following three symptoms should raise the possibility of ovarian cancer especially if they occur on most days, are persistent, or worsening—persistent pelvic or abdominal pain (or both); increased abdominal size or persistent bloating; and difficulty eating and feeling full quickly. Other symptoms such as urinary symptoms, change in bowel habit, extreme fatigue, or back pain may also occur, with or without those listed above
· In women over 50 years, onset of irritable bowel syndrome-like symptoms should raise the possibility of serious disease, including ovarian cancer
· Perform an abdominal and pelvic examination and request serum CA125 and pelvic ultrasonography if ovarian cancer is suspected, especially in women over 50
· When findings are negative, women should be encouraged to return if symptoms become more frequent or more pronounced
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