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Introduction Introduction 

Thee first report about the relation between VTE and occult cancer was published 
inn 1935.' Only recently the incidence of malignancy, in the 2 to 3 years after the 
firstt VTE event was determined and was shown to be 7.5% in patients with 
idiopathicc VTE (IVTE), compared to 1.6% in patients with a secondary VTE.2"1' 
Whenn the doubling time of cancer cells and the volume, needed to be detected, 
aree taken into account, it is likely that the cancer was indeed occult at the time 
thee VTE was diagnosed.1- Given the cancer incidence in particular in IVTE, 
thee debate started whether or not screening procedures were useful, and if so, 
too what extent. Several investigators advised only basic screening by means of 
thoroughh history taking, physical examination, simple laboratory test and a chest 
X-ray.. Others advocated more extensive screening procedures by means of 
computerr scans, ultrasound and tumor markers.671516 

Recentlyy the first randomized trial has been conducted comparing extensive 
screeningg procedures with basic screening in patients with IVTE.17 

Unfortunately,, the study was terminated prematurely because of slow 
recruitmentt and logistic problems. In spite of this, the results were far from 
useless.. We here use the available data to determine the number needed to 
screenn (NNTS) to detect one additional case of cancer, for different screening 
strategies.. In addition to the determination of the number of patients harmed by 
eachh strategy, the costs of the various approaches were calculated. 
Finally,, a cost-effectiveness analysis was performed. 
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Methods Methods 

StudyStudy population 
Thee analyses were based on the data from the SOMIT-study.17 

Onlyy patients with a first, idiopathic VTE event, over the age of 25 years, 
weree included. VTE was defined as idiopathic if it occurred in absence of 
knownn malignant disease, trauma of the leg, surgical procedures or 
immobilizationn within 6 months prior to presentation, confirmed spontaneous 
venouss thromboembolism in a first degree relative, thrombocytosis of > 600 x 
109/1,, deficiency of antithrombine, protein C or S or the presence of circulating 
lupuss anticoagulant, or pregnancy or childbirth. The basic screening for 
malignantt disease had to be completed and without positive results. 
Whenn allocated to the extensive screening group patients were offered to 
undergoo ultrasound (US) of the abdomen, including the pelvis, followed by 
computedd tomography scan (CT) of these areas, gastroscopy or double contrast 
bariumm swallowing, colonoscopy or sigmoidoscopy followed by barium enema, 
fecall  occult blood tests (FOBT), sputum cytology and tumor markers including 
carcinoembryonicc antigen (CEA), 
a-foetoproteinn (-FP), and cancer antigen (CA)-125. These tests were extended 
withh mammography and PAP-smear for women and trans abdominal ultrasound 
off  the prostate and prostate specific antigen (PSA) for men. The cut-off values 
forr all tumor markers were twice the upper limit. All screening procedures were 
performedd on an out-patient basis. The patients in the control group were not 
additionallyy investigated. All patients were followed up at 3, 12 and 24 months. 
Att these visits special attention was paid to the recent medical history by means 
off  a standardized form. Tumors were staged according to the system of the 
Americann Joint Committee for Cancer.18 Comparison of stage of the tumors 
weree performed with the Fischer exact test. 

DecisionDecision Model 
AA decision model was developed representing 19 possible strategies for the 
diagnosticc work-up for patients with IVTE (Table 1). The model contains 
88 diagnostic strategies with abdominal/pelvic CT, 8 similar strategies using 
abdominal/pelvicc US instead of CT, and 3 strategies with tumor markers. 
Too be included, patients had to have a normal basic evaluation. Therefore, 
basicc evaluation was left out of the decision model. Sigmoidoscopy followed by 
bariumm enema X-ray of the colon was not considered in any model, because this 
combinationn is more expensive than colonoscopy and it lacks the possibility of 
takingg biopsies proximal from the sigmoid. 
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AA common sense approach was used to determine the strategy for further 
evaluation,, performed after an abnormal test result. An elevated CEA led to 
colonoscopyy and abdominal/pelvic CT, an elevated CA-125 to a consultation of 
aa gynecologist and abdominal/pelvic CT, and an elevated a-FP to abdominal/ 
pelvicc CT. An elevated PSA was reason to perform an ultrasound of the prostate 
andd a biopsy. A positive FOBT was followed by colonoscopy and if negative 
alsoo by gastroscopy. A detected mass was followed by a biopsy, unless the 
suspicionn of cancer was high enough to perform surgery (in the patients with 
renall  respectively ovarian cancer). 

NumberNumber needed to screen analysis 
Alll  cases of cancer detected by the extensive screening, after the basic screening 
hadd revealed no abnormalities, were considered additional cases. So, the number 
off  patients needed to screen (NNTS), to detect one additional case of cancer was 
calculatedd by dividing the total number of patients in the extensively screened 
group,, by the number of detected cases (ND). This calculation was performed 
forr each of the diagnostic strategies. When a diagnostic test had an abnormal 
resultt the patient was evaluated further. If cancer was suspected by more than 
onee diagnostic procedure within a specific strategy, it was counted once. 
Thee number of patients evaluated further, eventually because of a benign 
condition,, was calculated for each strategy. This we called 'number harmed' 
(NH). . 

Cost Cost 
Costss were calculated from the perspective of the health insurance system. 
Thee rates were used as ordered by the Committee Tariffs Healthcare in 2001 
(Thiss Committee regulates the maximum fees that can be charged by healthcare 
workers/institutess in the Netherlands, Table 2). To calculate the costs of the 
strategiess we did not take into account the costs made for initial treatment of the 
VTE,, basic screening, and follow-up. Those costs were considered required for 
everyy patient with VTE. 
Thee calculation included the costs made to confirm the presence of cancer. 
Wee did not take into account the costs related to the treatment of the cancer 
patients.. Those costs were considered inevitable for any cancer patient and not 
partt of the screening procedure. Thus our analyses focused on the incremental 
costss of screening for cancer in patients with idiopathic VTE. 
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Forr each strategy the costs of the tests were added up and multiplied by the 
numberr of patients who underwent the particular investigation. 
PatientsPatients with an abnormal test result were evaluated further. Per strategy the 
costss of those tests were calculated for each patient involved and were also 
addedd up. A test was not counted twice. So, if the evaluation of an abnormal 
resultt required a test that already had been part of the initial strategy, the cost of 
thatt test was counted only once. The costs of the screening tests and the 
subsequentt evaluations were added up to total costs for the strategy. This total 
costt was then divided by the number of patients with cancer, who were detected 
byy the particular strategy, to represent the costs made to detect a patient with 
cancer,, including the costs made to confirm or to rule out a diagnosis of 
malignancy.. The costs were calculated in Euro's (1€ - 0.93USS, 06-06-2002). 

Cost-effectiveness Cost-effectiveness 
Forr all cancer patients the likelihood of curative treatment were determined, 
basedd on the type of tumor and its stage, according to current cancer treatment. 
Lif ee expectancy was estimated, adjusted for age and sex, using the figures of 
Statisticss Netherlands (the national epidemiological database) for an average 
population.200 We assumed the patients with incurable malignancies to live 
(median)) for another year, based on life expectancy figures in patients with 
stagee IV cancers.19 Life expectancy of patients with a potentially curable cancer 
wass calculated by the multiplication of the normal life expectancy with the 
chancee of curative treatment. The Live Years Lost (LYL) for the screened and 
controll  patients were determined by the subtraction of the life expectancy with 
malignancyy from the life expectancy without malignancy. If in a certain strategy 
aa cancer was not detected, the mean LYL of the control group was assigned to 
thiss case. In case a life expectancy was less then the mean LYL of the control 
groupp we conservatively considered the life expectancy to be the LYL . 
Thee LYL per strategy was calculated by dividing the total LYL by the number 
off  patients in the group (14 and 10 for respectively the screened and control 
group).. The subtraction of the LYL of the control group from the LYL of the 
screenedd group determined the Live Years Gained (LYG) per strategy. 
Basedd on these figures LYG were calculated for each strategy by multiplying 
thee LYG per detected cancer patient by the ND of the specific strategy. 
Usingg these figures costs and incremental costs per LYG were calculated for all 
strategies.. Sensitivity analysis was performed by varying the costs 
(50%% increase) and LYG (50% decrease) of the most attractive strategies. 
Scenarioo analysis was performed to evaluate the potential role of the chest CT. 
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Results Results 

Thee median age of the 99 patients in the extensive screening group was 66 years 
andd 45 were women. Of those 99 patients, 14 had a histological confirmed 
malignancyy within 2 years. Extensive screening was able to detect 13 of these. 
Inn the control group the median age was 67 years and 56 were women. 
Thee mean time between the presentation with IVTE and the detection of the 
cancerr in the control group was 370 days (120-628 days). Table 3 shows the true 
andd false positive results for each diagnostic procedure. In the extensive 
screeningg group 5 stage I tumors were detected and 7 stage II tumors. 
Inn the control group no stage I tumor and 3 stage II were detected (p=0.01). 
Al ll  other malignancies (2 in extensive screening group, 7 in control group) were 
moree advanced at the time of detection. Moreover, in the extensive screening 
groupp 8 of the 14 patients with a malignancy had 75% or more chance on cure 
afterr appropriate treatment, as compared to only 2 of the 10 patients with 
malignantt disease in the control group (p=0.10). See for further details the study 
off  Piccioli and colleagues.17 

Tablee 1. The number needed to screen, number of detected patients and number 
harmedd per strategy (based on the study cohort of 99 patients). 

Strategy y NNTS S ND D NH H 

Abdominal/pelvicc CT (CT) 

CTT + mammography ( marnmo.) 

CTT + sputum cytology (sputum cyt.) 

CTT + markers 

CTT + mammo. + sputum cyt. 

CTT + mammo. + sputum cyt. + markers 

CTT + FOBT 

CTT + Colonoscopy 

Abdominal/pelvicc US (US) 

USS - mammo. 

USS + sputum cyt. 

USS + markers 

USS + mammo. + sputum cyt. 

USS + mammo. + sputum cyt. + markers 

USS + FOBT 

USS + Colonoscopy 

CEA.. CA-125. a-FP. PSA and FOBT 

CEA.CA-125.a-FP.. PSA 

CEA.. CA-125. a-FP 

9.9 9 

9.0 0 

9.0 0 

9.0 0 

8.3 3 

7.6 6 

9.0 0 

9.0 0 

19.8 8 

16.5 5 

16.5 5 

12.4 4 

14.1 1 

10.0 0 

16.5 5 

16.5 5 

16.5 5 

16.5 5 

19.8 8 

10 0 

11 1 

11 1 

10 0 

12 2 

13 3 

11 1 

11 1 

5 5 

6 6 

6 6 

8 8 

7 7 

9 9 

6 6 

6 6 

6 6 

6 6 

5 5 

1 1 

1 1 

1 1 

26 6 

1 1 

26 6 

16 6 

5 5 

1 1 

1 1 

1 1 

26 6 

1 1 

26 6 

16 6 

5 5 

38 8 

39 9 

33 3 

NNTSS = Number needed to screen to detect one patient with cancer. 
NDD = Total number of cancer patients detected by extensive screening in the cohort. 
NHH = Total number of patients evaluated further because of an, eventually, benign condition 

inn the cohort. 

74 4 ChapterChapter VII 

http://CEA.CA-125.a-FP


NumberNumber needed to screen analysis 
Thee results of the NNTS and NH analysis are summarized in Table 1. 
Mostt cancers were detected by means of abdominal/pelvic CT with a low figure 
off  false-positive cases. 
Becausee most cancers were detected by abdominal/pelvic CT, it was combined 
withh most other diagnostic modalities. The addition of a abdominal/pelvic US or 
aa gastroscopy to abdominal/pelvic CT yielded no additional cases, so we did not 
evaluatee those combinations. The lowest NNTS (7.6) was achieved by the 
combinationn of abdominal/pelvic CT, mammography, sputum cytology and 
tumorr markers. Unfortunately for every cancer patient detected two patients 
weree evaluated further for, eventually, a benign condition. 
Thiss problem occurred in all strategies that included tumor markers. The NNTS 
off  the combination abdominal/pelvic CT and colonoscopy was 9.0 with a NH of 
5.. Part of the NH in this strategy is due to patients with a possible pre-malignant 
conditionn (tubular adenoma). Because of the radiation toxicity an 
abdominal/pelvicc ultrasound may be preferred over an abdominal/pelvic CT. 
Thiss is why it was combined with the other tests. It appeared that strategies 
usingg abdominal/pelvic US yielded a higher NNTS in comparison to those using 
abdominal/pelvicc CT, as did the strategies using only tumor markers. 
Thee number harmed by the strategies involving tumor markers was 2 to 6.6 
timess the number of detected cancer patients. 

CostsCosts analysis 
Thee costs per strategy varied between € 10,547 for tumor markers without PSA 
andd € 61,608 for abdominal/pelvic US combined with colonoscopy. 
Thee lowest costs per detected cancer was achieved with the performance of a 
tumorr markers (€ 2,003), while the highest costs per detected cancer were 
reachedd by the combination of abdominal/pelvic US with colonoscopy 
(€€ 10,268). These high costs were due to the low number of detected cancer 
patientss and the high costs of the investigations. The costs per detected cancer 
patient,, for strategies that included abdominal/pelvic US were at least € 4,262. 
Alll  strategies using FOBT showed a substantial increase in costs due to the high 
ratee of false positive results and the subsequent (expensive) investigations. The 
strategiess that included colonoscopy were substantially more costly, while 
strategiess that included abdominal/pelvic CT rather than US were substantially 
lesss costly per cancer patient detected. 
Abdominal/pelvicc CT was second best as far as the costs are concerned 
(€€ 2,016), and had a low NH. The addition of mammography or sputum 
cytologyy to abdominal/pelvic CT did not result in a substantial increase of the 
costss (€ 108 respectively € 280). 
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Tablee 2. Costs of the investigations (in Euro, as ordered by the 
Dutchh Committee Tariffs Healthcare, 2001) 

Computer-tomographyy (CT)- chest 209 

CT-- abdomen and pelvis 182 

Ultrasoundd (US) abdomen and pelvis 249 

USS prostate 63 

X-rayy mamma 68 

X-rayy colon 182 

Colonoscopyy 363 

Sigmoidoscopyy 315 

Gastroscopyy 321 

Consultationn gynecologist 54 

Cytologicall  investigation of sputum 45 

PSAA 8 

CEA,, CA-125, Alfa-foetoproteine 28 

FQBTT 3_ 

Biopsies s 

Bronchuss 441 

Colonn 45 

Liverr (US guided) 171 

Mammaa (US guided) 129 

Pleuraa 472 

Prostatee (US guided) 141 

Uteruss (US guided) 189 

Cost-effectivenessCost-effectiveness analysis 
Thee life expectancy of all cancer patients in the extensively screened group 
wouldd be 214 years (15.3 years per patient) if they would not have had cancer. 
Inn the control group this figure was 112 years (11.2 years per patient). 
Duee to the malignant disease and taking into account the chance of curative 
treatment,, the life-expectancy declined to 127 years (9.1 per patient) in the 
extensivelyy screened group and to 31.0 (3.1 per patient) in the control group. 
Thee LYL per cancer patient for the various strategies in the extensively screened 
groupp varied between 6.2 and 7.1 compared to 8.1 in the control group. 
Thee LYG varied for the different strategies between 5 and 25 years (Table 4). 
Thee costs per LYG varied between € 1,444 (abdominal/pelvic CT, 
mammography,, sputum cytology, markers) and € 7,269 (abdominal/pelvic US, 
colonoscopy). . 
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Tablee 3. True positive and false positive results of each test in the 99 extensively 
screenedd patients. 

Testt True positive False Positive 

Ultrasoundd abdomen and pelvis 

CTT abdomen and pelvis 

Gastroscopyy or double contrast 

bariumm swallowing 

Colonoscopyy or sigmoidoscopy 

followedd by barium enema 

Mammography y 

Gynecologicall  examination 

Sputumm cytology 

CEA.. CA-125. a-FP. PSA 

andd FOBT 

CEA.. CA-125. a-FP. PSA 

CEA.. CA-125. a-FP 

PSA A 

FOBT T 

CEA A 

CA-125 5 

A-FP P 

55 (Adrenal, prostate, ovarian, renal and 1 (Myoma uteri) 

endometriall  cancer) 

100 (Adrenal, 2x bladder, liver, lung, 

prostate,, renal and endometrial cancer 

11 (gastric cancer) 

11 (colon cancer) 

11 (breast cancer) 

11 (endometrial cancer) 

11 (lung cancer) 

66 (colon, gastric, liver ovarian, prostate 

andd endometrial cancer) 

66 (colon, gastric, liver, ovarian, prostate 

andd endometrial cancer) 

55 (colon, gastric, liver, ovarian and 

endometriall  cancer) 

11 (prostate cancer) 

11 (colon cancer) 

22 (colon and gastric cancer) 

22 (ovarian and endometrial cancer) 

11 (gastric and liver cancer) 

11 (Myoma uteri) 

22 (Barret 1. 

Refluxx 1) 

33 (tubular 

adenomas) ) 

0 0 

0 0 

43 3 

29 9 

20 0 

6 6 

14 4 

8 8 

10 0 

5 5 

**  = 3 tubular adenomas of the colon. 

Inn 1 patient the FOBT and CEA were both positive. In another CEA and CA-125 were both positive. 

Yett another had elevated CEA and a-FP. 
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Tablee 4. Total costs, costs per detected cancer patient, life years gained, 
incrementall  costs and number of false positive test results per strategy. 

Strategie e Costs// ND Costs/ LYG Costs/ Incremental NFP 
Strategyy patient LYG costs * 

detected d 

Echoo abd/pelv + mammo + sput cyt 

CEA.CA-125.a-FP P 

Echoo abd/pelv + Colonoscopy 

Echoo abd/pelv + FOBT 

Echoo abd/pelv 

CEA.. CA-125. a-FP. PSA. FOBT 

CEA.. CA-125. a-FP. PSA 

Echoo abd/pelv+ sput cyt 

Echoo abd/pelv -t- mammo 

Echoo abd/pelv + mammo + sput cyt 

++ markers 

CTT abd/pelv 

CTabd/pelvv + sput cyt 

Echoo abd/pelv + markers 

CTT abd/pelv + mammo 

CTT abdomen and pelvis + 
Coloscopy y 

CTT abd/pelv + markers (+ PSA) 

CTT abd/pelv + FOBT 

CTT abd/pelv + mammo + sput cyt 
CTT + mammo+ sput cyt + markers + 
FOBT T 
CTT abd/pelv  mammo +sput cyt + 
markers s 

33,788 8 

10.547 7 

61,608 8 

35,733 3 

25,488 8 

19.123 3 

12.017 7 

30,586 6 

28,691 1 

41,285 5 

20.159 9 

25,256 6 

34,099 9 

23.361 1 

56.547 7 

28.064 4 

30.403 3 

28,458 8 

45,354 4 

35,956 6 

7 7 

5 5 

6 6 

6 6 

5 5 

6 6 

6 6 

6 6 

6 6 

9 9 

10 0 

11 1 

8 8 

11 1 

11 1 

10 0 

11 1 

12 2 

13 3 

13 3 

4.827 7 

2.109 9 

10.268 8 

5,956 6 

5,098 8 

3.187 7 

2,003 3 

5,098 8 

4.782 2 

4,587 7 

2,016 6 

2,296 6 

4,262 2 

2,124 4 

5.141 1 

2,806 6 

2,764 4 

2,372 2 

3,489 9 

2,766 6 

5 5 

7 7 

8 8 

8 8 

8 8 

8 8 

8 8 

9 9 

10 0 

10 0 

10 0 

12 2 

14 4 

15 5 

17 7 

17 7 

17 7 

17 7 

25 5 

25 5 

6.185 5 

1.507 7 

7.269 9 

4,216 6 

3.210 0 

2.447 7 

1.538 8 

3,577 7 

2,897 7 

3.951 1 

1.935 5 

2.046 6 

2,360 0 

1.576 6 

3.358 8 

1.667 7 

1.806 6 

1,662 2 

1.821 1 

1,444 4 

1,507 7 

1,753 3 

3.522 2 

860 0 

2.301 1 

980 0 

33 3 

5 5 

16 6 

1 1 

38 8 

39 9 

26 6 

26 6 

1 1 

5 5 

26 6 

16 6 

1 1 

33 3 

26 6 

CTT Thorax abd/pelv # 

CTT Thorax abd/pelv+ mammo # 

41,7066 12 3,476 13 3.098 

44,9088 13 3,454 19 2,421 

NDD = Total number of cancer patients detected by extensive screening in the cohort of 99 patients. 

LYGG = Live years gained 

NFPP = Number of false positive patients 

**  - Indicates that the strategy is dominated by a strategy that resulted in an equal or higher LYG, 

butt is less costly. 

## These strategies were only included in the additional analysis because they were not used 

inn the SOM IT study. 
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Ass can be appreciated from Table 4, strategies that included US, FOBT and/or 
colonoscopyy were always dominated. The determination of tumor markers 
seemedd to be cost effective although accompanied by a high rate of false 
positivee results. Strategies including the abdominal/pelvic CT led to the most 
LYG,, at acceptable costs per LYG and an acceptable incremental 
cost-effectiveness. . 
Mostt attractive strategy seemed to be the abdominal/pelvic CT combined with 
mammographyy and sputum cytology at the cost of € 1,662 per LYG and 
onlyy one false positive result. 

AdditionalAdditional analysis 
Forr the latter strategy (abdominal/pelvic CT combined with mammography and 
sputumm cytology) an additional analysis was performed. If the true costs of that 
strategyy would increase by 50%, due to false positive test results, the 
cost-effectivenesss ratio would increase to € 2,493. Furthermore, if the LYG 
wouldd decrease by 50% due to a lower prevalence of cancer in the population, 
aa lower sensitivity of the screening test used, due to morbidity induced by false 
positivee test results, or any combination of these, the cost-effectiveness ratio still 
wouldd be € 4,985 per LYG. 
Replacingg the sputum cytology by CT chest in this strategy would increase the 
costs-effectivenesss ratio from € 1,662 to € 2,421. 

Discussion Discussion 

Thiss decision analysis shows that extensive screening for cancer in patients with 
IVTEE has the potential to be cost-effective. In particular, the abdominal/pelvic 
CT,, with or without mammography and/or sputum cytology, seems an attractive 
strategy.. All other strategies performed less either because of a higher NNTS 
orr a higher NH, especially strategies that included US, FOBT or colonoscopy. 
Thee costs for the most attractive strategy, the abdominal/pelvic CT combined 
withh mammography and sputum cytology, would be € 1,662 in order to achieve 
onee LYG in this population. Compared to the costs per LYG in other cancer 
screeningg programs (median approximately $ 15,000 = € 16,129) these costs 
seemm to be very reasonable.21'22,23 

Inn addition, we hypothesized about the usefulness of a CT of the chest instead of 
sputumm cytology. Assuming the CT-chest would have the same sensitivity and 
specificityy as the sputum cytology, the costs per LYG would be € 2,421. 
Thee CT-chest is likely to be more sensitive and specific for the detection of lung 
cancerss than sputum cytology, although thus far, this has not been properly 
investigated.. Furthermore this strategy has the potential advantage of detecting 
otherr malignancies in the chest as well. 
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Somee important limitations of our analyses have to be acknowledged. 
FirstFirst of all, due to circumstances explained in greater detail elsewhere, 
thee SOMIT-study was stopped prematurely and included only a total of 201 
patients.. Although there was a difference in mortality favoring the screening 
group,, this difference was not statistically significant. 
Thee LYG we used for our analysis were based on estimates, founded on recent 
literature,, taking into account the chance of curative treatment and life 
expectancyy without cancer, which exceeded the horizon of the SOMIT study 
(22 years). Moreover, we made the following assumptions. Again, based on the 
literature,, we started from the premise that patients with stage IV cancer would 
livee another year. Furthermore, the life expectancy of patients in the extensive 
screeningg group whose cancer was not detected was considered to be the mean 
lif ee expectancy of those in the control group. Therefore, the results of this 
decisionn analysis should be considered exploratory. 
However,, the results of the 2 years follow-up data of the SOMIT-study are in 
linee with the results of the LYG per patient in the present analyses. 
Inn particular concerning the patients with a high chance (>75%) of curative 
treatment. . 
Furthermore,, the sensitivity of the screening method(s) is based on only a 
limitedd number of patients with detected cancer. 
Hence,, there is a great uncertainty about the true sensitivity in each of the 
strategiess studied. However, even with a decrease of sensitivity to 50% and an 
increasee of the costs of 50%, the cost-effectiveness ratio of the abdominal/pelvic 
CTT combined with mammography and sputum cytology remains within 
acceptablee margins. 
Finally,, the use of resources was based on clinical practice and costs were based 
onn fees rather than real life costs. However, we believe that the influence on the 
finalfinal cost-effectiveness will be small, since the focus of our analyses was on the 
costss and cost-effectiveness of the screening for, rather than the costs of the 
treatmentt of, cancer among patients with IVTE. 
Ourr decision analysis indicates that extensive screening for cancer in patients 
withh IVTE, in particular strategies combining computer tomography and 
mammography,, results in a high yield of detected cancer patients, a low number 
off  patients harmed, at acceptable cost per life years gained. 
However,, it still remains to be confirmed if it is indeed cost-effective and 
reducess mortality. These results warrant a large trial. Considering the difficulties 
becausee of the randomized design of the SOMIT study, the study would have to 
bee a large prospective, cohort follow-up project. 
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