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Introduction




 The title of the case report, suggesting an unlikely association, wants to be provocative. However there is a link. It is probably the first case described concerning an unusual association between syncope and prostate cancer biopsy.


 Venous thromboembolism (VTE) is a well-established complication of each malignancy, despite autopsy and retrospective studies suggesting that cancers of the pancreas, lung and stomach are most strongly associated with thrombosis [1,2]. Population based studies have identified lung, colon and prostate cancers (PC) as having a high rate ofVTE association [3]. Thrombotic events may in fact be the first presentation of occult cancer; 10% of idiopathic VTEs have an underlying identifiable malignancy. These can manifest as deep vein thrombosis or pulmonary embolus (PE) [1].



Case History


 Here we present the case of a 72 y. o. man with prior coronary artery disease who underwent biopsy of a prostate lump that turned out to be malignant (Low-grade Gleason <7). After performing the biopsy, a distance of about 2 hours and in full wellness, the man suffered from vaso vagal syncope. The transient loss of consciousness was short, slowly establishment preceded by nausea and vomiting food. The patient fell to the ground and not placed any harm.


 The high value of D-dimer (10800[image: ]Eg/L) led to perform a contrast enhanced CT of the pulmonary circulation. Thromboembolic clot was found in the right inferior lobe of the lung.



Discussion




 The association between cancer and thrombosis is a well- known relationship [1]. The pathogenic mechanisms include hypercoagulability due to activation of clotting by tumour cells, vessel-wall injury and stasis [2].


 The relatively high incidence of occult prostate cancer in the general population is well documented, both from autopsy specimens and from samples extracted during prostatectomy for benign prostatic hyperplasia [4].



 Prostate cancer is known to be associated with coagulopathy, commonly with an increased risk of VTE [5]. These tumours are more commonly lower grade (Gleason score<7) and encapsulated. The Danish study found that risk of VTE was 2.2% in subjects with prostate cancer vs. 1.3% of control. The 1-year VTE standardized rate among PC patients who had high comorbidity levels was 15per 1000 person-years [6].



 This case history is peculiar for many motivations:



 a)	Literature search found one case report only of PE associated with PC as the presenting feature [7].

 b)	PE is consequence of the prostate cancer associated with prostate biopsy. The complication never has been described because syncope following biopsy is judged as vaso-vagal syncope as consequence of stress and peri- procedure occurrences (fasting, fear, medicines, emotions).


Within a large sample of patients, the overall rate of hospitalization due to the realization of a complication of prostate biopsy was 1% [8]. Hospitalisation is referred to urinary tract infection or fever, rectal bleeding, urinary retention and indirect complication (coronary syndromes and respiratory failure).



Vaso-vagal syncope after prostate biopsy can be respect as uncommon; in fact, cases are not reported in literature. An explanation is that they do not come to the medical consult being considered a benign phenomenon. If the VTE can be the first manifestation of cancer, this is not surprising. In this case the release of tissue thromboplastin may have been involved into starting thrombophilia.



In light of a recent study, which underscores the role of an increased DD and high Wells score associated with syncope [9] you have to consider the event as a possible consequence of VTE. The advice is that syncope in the presence of cancer can be considered as a sign of pulmonary VTE and then sought and treated.



On the other side an alternative pathophysiological explanation of the events is possible. The incidence of cancer- associated VTE varies due to patient-related factors (e.g. thrombophilia, comorbidities, performance status, history of venous diseases), tumour-related factors (cancer site, stage, grade), and treatment-related factors (surgery, chemotherapy, biopsy). Furthermore, blood count parameters (platelets and leukocytes) and biomarkers (D-dimer) are predictive signs for the risk of VTE in cancer patients and have been used to enhance risk stratification. Evidence suggests that cancer itself is associated with a state of hypercoagulability, driven in part by the release of pro-coagulant factors, such as tissue factor, from malignant tissue as well as by inflammation-driven activation of endothelial cells, platelets, and leukocytes [10].

So, think that the man could have had an increased DD as effect of prostate neoplasia and that PE might be pre-existent to biopsy and syncope. In trials conducted in patients with unprovoked VTE with the aim of identifying the presence of an occult cancer PE isolated or associated with deep venous thrombosis it was very frequent, between half and 2/3 of the cases [11-13]. So, the transient loss of consciousness could be explained as vasovagal syncope with the need to single out for PE.
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