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Jacobo Shamir died in 1774 at the age of twenty-nine years, but his deep love for life and his passion for the future 

remained pure until the time of his death. The inscription (on his tombstone) ended with this unique request: 

Stay in my grave and tell me the news of the world. 

This is what I did. I told him that we had walked on the Moon and that we could talk with China by sending our voices 

through space. I told him that organ transplantation was possible and that many people lived more than one hundred 

years.  

I knew who was under my feet was a visionary, a man who embraced the future without fear.  

Jennifer James, Habilidades de Liderazgo para una nueva Era. Ed. Paidós Empresa, Barcelona 1998 

Ovarian cancer is the seventh cause of cancer around the world. According to estimates by 

Globocan1, by the year 2015 more than 163,000 women died by this disease, and the incidence 

that year was close to 255,000 cases. According to these figures, it can be seen the high lethality of 

this type of cancer that exceeds 50%.  We have already mentioned in previous articles2 the 

difficulty to perform a proper ovarian cancer screening since even the mechanism of 

carcinogenesis or the existence of any predecessor injury is not well known, so the majority of the 

cases are diagnosed in the late form, usually when the patient is having symptoms related to the 

progress of the disease which helps with the poor prognosis of this illness.   

The United Kingdom Collaborative Trial of Ovarian Cancer Screening (UKCTOCS)3 which is a 

formidable controlled clinical study, with a randomized distribution of the sample, carried out in 

13 health centres in the United Kingdom between 2001 and 2015, was designed in the pursuit of 

one or more tests to diagnose ovarian cancer at an early stage, whose partial results have been 

published in previous years and the final results were presented at the end of 2015. The main 

objective of this research was to determine if it is possible to achieve a significant reduction in 

deaths by ovarian cancer in patients undergoing different types of screening for this pathology in 

comparison with patients with no screening test. Post-menopausal patients between 50 and 74 

years, assigned randomly to the following groups were evaluated: no screening (NS), annual 
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transvaginal ultrasound screening (USS) and annual multimodal screening (MMS) with serial serum 

CA 125 and transvaginal ultrasound as a secondary test.  The patients in the USS Group underwent 

only transvaginal ultrasound which was classified into three categories according to the findings: 

normal, abnormal or unsatisfactory. In the event that the ultrasound was reported as normal, the 

patient would be screened annually; if ultrasound was unsatisfactory, an ultrasound would be 

repeated in 3 months; if the study was reported as abnormal, an ultrasound would be done with 

an expert in 6 weeks. The Risk of Ovarian Cancer Calculation (ROCA)4, a nomogram that identifies 

the risk of ovarian cancer according to the increase in the levels of CA125 in time, instead of taking 

into account the absolute high or low value, was used in the MMS Group. Based on this 

methodology, three scenarios were handled:   

a) normal, the patient performs the test annually;  

b) intermediate, repeat the test at 3 months;   

c) elevated, the patient must immediately repeat the test and make a transvaginal 

ultrasound as a second line test at 6 weeks.   

In total 202,546 patients were evaluated: 100,149 in the NS group, 50,084 in the Group MMS and 

50,623 in the USS Group. The patients were subjected to the tests according to their group for a 

median follow-up of 11.1 years. The following aspects were evaluated: death from ovarian cancer 

as a main result, ovarian and primary peritoneal cancer death, compliance with screening, 

complications associated with screening and false-positive surgery as secondary outcomes.  The 

two groups assigned to screening, MMS and USS, were compared with the NP group.  

The results obtained indicate that the overall sensitivity for ovarian cancer diagnosis was 84% for 

the MMS Group and 73% in the USS Group. For the detection of primary peritoneal carcinoma was 

81% for the MMS group and 30% for the USS Group.  There was a higher proportion of invasive 

ovarian and primary peritoneal cancer with low volume of disease in the MMS Group than in NP 

with a statistically significant difference (40%, p < 0.001); however, between the USS and NP 

groups there were no differences. There was also a non-significant reduction of mortality due to 

ovarian cancer of 15% in the MMS Group and 11% in the USS Group.   

The Hazard Ratio analysis overtime showed a higher decrease of the mortality between 7 and 14 

years of the screening, than in the first 7 years, being 23% and 8% in the MMS Group and 21% and 

2% in the USS Group, respectively; ie the effect of screening on mortality was greater the longer 

the time of evaluation of women, as it would have a bigger effect on incident and not on the 

prevalent cases. Specifically, according to the results obtained in this study, it would be necessary 

to evaluate 641 women to prevent one death from ovarian cancer.  In a prespecified analysis, 

excluding the prevalent cases of ovarian cancer, a significant decrease of deaths from this disease 

was observed (p = 0,021) using MMS screening, with an overall reduction of mortality of 20%, in 

the first 7 years 8% and 28% from 7 to 14 years following the screening. However, the authors 

conclude that a longer follow-up is needed in order to have more conclusive data. 

The rate of complications related to the screening was 8.6 per 100,000 women in the MMS Group 

and 18.6 per 100,000 in the USS Group.  14 false-positive surgeries for every 10,000 evaluations 
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were conducted in MMS Group and 50 per 10,000 in the USS group, related to normal adnexa or 

benign adnexal disease. It can be seen that this last group performed twice more unnecessary 

surgeries that in the MMS Group.  These values are within the tolerated levels of false positives, 

although in the case of the USS Group is located very close to the limit. The compliance of the 

screening was 80.8% in the MMS Group and 78% in the USS Group. 

This large multicenter study, which will continue to evaluate the possibility of screening tests for 

early diagnosis of ovarian cancer and thus a decrease in mortality from this disease, has failed to 

comply with the objectives set at the beginning of this great project. It is also focused towards 

post-menopausal women who, although is the group with the highest incidence of ovarian cancer, 

leaves out of the screening a non-negligible number of patients with this neoplasia in a period 

prior to menopause.   It seems that the diagnosis of this neoplasm in early stages is an elusive fact 

that has cost much effort to achieve successful.  The efficient advances in the treatment of this 

disease have probably been more successful in achieving a decrease in mortality, the unsuccessful 

progress in designing a strategy of different diagnostic methods to detect the less advanced and 

most curable cases.  However, it appears that the test of screening with ROCA or the evaluation of 

serial CA125 followed by ultrasound in the event of abnormal result, might be the strategy that 

could prevent more deaths from ovarian cancer, diagnosing the disease before it is voluminous 

and is more noticeable, in all scenarios than the use of transvaginal ultrasound as a single 

diagnostic test; in addition to be better tolerated by patients. It would have to wait for the longer 

term results to have certainty on the matter. In the past, it have been needed very long term 

studies to determine early detection tests in other types of cancer, probably due to the lower 

frequency of some oncological pathologies, which requires a longer follow-up to be able to 

diagnose a number of cases that can achieve conclusive results.  It is possible that in the case of 

ovarian cancer is happening something similar. 

Definitely, the data of great value offered by this magnificent effort of research is nevertheless 

necessary to still wait a little longer to design a definitive strategy of screening for ovarian cancer. 

Meanwhile it is imperative to alert patients and doctors of the first level of attention to possible 

symptoms associated with this disease, usually gastrointestinal, to act quickly and to perform 

diagnosis at early stages in order to provide a proper cancer treatment that guarantees a disease 

free survival with good quality of life.  

* Specialist in Gynecology and reproductive biology. Cervical Cancer Screening Coordinator in Salud Chacao. Instituto de Oncología Luis 

Razetti and Clínica Santa Sofía, Caracas, Venezuela.  
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