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CATHETER-RELATED THROMBOSIS IN HEMATOLOGIC PATIENTS

For many years central venous catheters (CVC) have been utilized to monitor hemodynamics and to deliver parenteral nutrition,
blood products, pharmacological therapies or infusion fluids. Recently, CVC use has greatly increased with significant impact on
the administration of chemotherapy, stem cell transplantation and other treatments to cancer patients. However, CVC use may be
accompanied by a variety of side-effects, which increase with the duration of implantation. The most common catheter-related
complications are thrombotic events and blood-stream infections. The true incidence of these complications is still uncertain and
has changed over time due to CVC device improvement. More data are available in solid tumor than in oncohematologic patients.
Recently, much attention has been paid to the issues of prevention and treatment of these complications. Some strategies have
been proposed: fixed dose warfarin or low molecular weight heparins have been evaluated in some clinical trials of
thromboprophylaxis in this condition. However, more studies are still needed to address this issue. This review will focus on CVC
use and complications in oncohematologic patients.

Introduction
Today the vast majority of hospitalized patients with hematologic malignancy undergo the insertion of a CVC. These devices
importantly contribute to make easy and safe the delivery of chemotherapy, parenteral nutrition and blood components, and
facilitate blood sampling and vital signs monitoring  (1). Central catheters have therefore become essential to the care of patients
undergoing high dose chemotherapy and/or HSC transplantation or apheresis to harvest HSC. However, even though the presence
of a long-term venous access greatly increases patient comfort and enhances therapeutic options, CVC may induce or enhance
complications, either thrombotic or infectious. The optimal approach to prevent and treat these complications is still matter of
debate  (2). This is an important issue, as cancer patients with CVC are more prone to develop thrombotic complications compared
to non-cancer patients with CVC, but they are also exposed to a greater hemorrhagic risk.
Finally, while there is quite a large number of reports about CVC use in ICU or in solid cancer patients, few studies specifically deal
with onco-hematologic patients, who are characterized by severe and long-lasting neutropenia and thrombocytopenia  (3�5).
In this review, we will attempt to summarize the most recent concepts on the use of CVC, particularly in hematologic patients,
giving also an overview of current information on the epidemiology, prophylaxis and treatment of CVC-related CR-thrombotic
complications.

Types of CVC
The first type of long-term CVC was introduced in clinical practice by Broviac about thirty years ago  (6). Since then, a number of
changes of the catheter material itself as well as variations in the insertion modalities have been made. These modifications (Table
1) have been realized in order to increase catheter biocompatibility, duration and ease of insertion, to improve patient comfort and
cosmesis and to reduce thrombogenicity of intravenous lines as well as the risk of local or systemic infections.
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The various types of catheters are summarized in Table 2. CVC are inserted into a central or peripheral vein and the tip is
positioned in the superior vena cava or right atrium. According to the site of insertion, CVC can be classified as Centrally Implanted
(i.e. insertion in the subclavian vein or in the external or internal jugular vein) or PICC (i.e. insertion in the cephalic, basilica,
brachial or femoral vein)  (7, 8). The proximal end of the catheter may be exteriorized directly (Non-Tunnelized CVC) or by a 5- to
10-cm subcutaneous tunnel (Tunnelized CVC) with one (e.g. Broviac catheter) or (e.g. Hickman catheter) two Dacron polyester
cuffs. The tip of CVC may be open (e.g. Hickman catheter, Hohn catheter) or closed and the catheter provided of a valve (e.g.
Groshong catheter). All these catheters are collectively called External or Partially Implanted CVC.
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In 1982 Niederhuber et al. implanted Port Systems under the skin of the chest wall, to substitute external catheters in cancer
patients. These Totally Implanted CVC consist of an infusion port with a self-sealing septum, easily reached by percutaneous
needle puncture, and of a catheter for the parenteral delivery of drugs, fluids and blood components  (9). The integral skin barrier
between the device and the external environment significantly decreases the risk of contamination, with a negligible impact on
patient�s everyday activities. However, chest port insertion may be troublesome in patients with anatomic alterations of central
veins or chest wall, as well as in those with severe thrombocytopenia, with a risk of complications such as pneumothorax or
bleeding, respectively  (10). Peripheral Ports, totally implantable in the arm or leg, eliminate the risk of pneumothorax as a
procedural complication  (11).
Due to all these technical improvements, hematologists can utilize today a CVC array flexible enough to cope with the different
needs they meet in clinical practice. Short-term in-hospital therapy can be delivered through partially implanted CVC, whereas
totally implanted ports systems and tunnelled devices are useful for long-term intermittent therapy (e.g. cyclic chemotherapy) in
day-hospital or even at home  (1, 5, 12, 13).
Available data indicate that in United States, more than 5 million CVC/year are implanted as a short-term or long-term venous
access  (14). According to the 1-day prevalence survey of CVC by the Prevention Epicenter Program of the CDC, 29% of the adult
inpatients have a CVC. Of them 59.3% were ICU and 23.7% were non-ICU patients. The majority of catheters were centrally
inserted into the subclavian (55%) or jugular (22%) veins, whereas arm (15%) and femoral (6%) sites were less frequent  (15).
The prevalence of CVC use appears far higher among hematologic patients compared to other cancer patients. According to a
questionnaire survey proposed by MASCC, more than 50% patients with hematologic malignancies had a CVC, compared to only
20% of patients with solid tumors  (16).

CR thrombotic complications
Central catheter use is associated to significant morbidity and occasional mortality. Adverse events that are both harmful to patients
and costly are reported in more than 15% of patients who receive these catheters. CR-complications include bleeding at the
insertion site, pneumothorax, catheter dislodgement, extravasation of infusate, catheter malfunction, tip thrombosis or embolization,
PICC-related peripheral thrombophlebitis, CR-central deep vein thrombosis and both local and systemic CR-infections.
In spite of the efforts that have been made to minimize endothelium trauma following catheter implantation, to improve catheter
biocompatibility and to prevent thrombotic events in patients bearing a CVC, the frequency of CR-DVT remains a problem with the
potential for the development of life-threatening complications such as pulmonary embolism (PE)  (1).
The estimated incidence ranges from 5 to 19% for mechanical complications, from 2 to 26% for thrombotic complications and from
5 to 26% for infectious complications  (17). Mechanical complications such as catheter dislodgement or rupture have been reported
to occur frequently (4.5 events/1000 CVC-days) and to be the main cause of premature loss of Broviac/Hickman catheter in
pediatric patients with hematologic and oncologic diseases  (18).
[dict: CR]-complications may arise early, during the implantation, or later, during the catheter stay into the vein. The early
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complications include catheter misplacement, arterial puncture, air embolism and damage of the nearby anatomic structures with
consequent hemo-, chylo- or pneumothorax, local hematomas or hemorrages. They are reported in 0.3 to 12% of patients  (19�22).
Late adverse events include catheter breakage and both thrombotic and infectious complications  (17, 23�28). The rate of late
complications can vary widely among different patient populations in which catheters are inserted. For instance, infection rate can
be as high as 4.3 per 1000 catheter days in children with cancer  (26) and as low as 0.14 per 1000 catheter days in those with
hemophilia  (29).
The accurate definition of the incidence of the various CVC-associated complications has been difficult due to much differences
between the different studies principally due to the lack of standardization of the implantation techniques, the procedures for
maintenance and nursing of catheters, the diagnostic tests utilized for the definition of thrombotic events such as DVT, and PE and,
finally the study designs.

Pathogenesis
The pathogenesis of CR-thrombotic complications depends on multiple factors, acting during the time of the catheter intravascular
life. Early acting factors are closely linked to the trauma of the CVC insertion procedure and the related loss of vessel integrity,
whereas catheter chemical structure, size and technique of implantation, catheter tip position, and catheter infection probably are
the main late acting factors, besides patient characteristics.
Endothelial injury due to catheter insertion and the reduced venous flow rate caused by the intravascular device are the main
mechanical causes favoring vessel thrombosis in patients with CVC. Acute endothelial injury immediately follows the insertion
procedure and is associated with endothelial cell and platelet activation. The intermittent rubbing of the indwelling catheter against
the vessel wall determines a chronic endothelial injury.
In patients with solid tumor or hematologic malignancy, the cancer itself (cancer-related hypercoagulability) or the related
treatments (i.e. chemotherapy, surgery, stem cell transplantation, total parenteral nutrition, long-term estro-progestinic therapy in
female patients with childbearing potential) represent additional potential pathogenetic mechanisms. The role of congenital or
acquired thrombophylic abnormalities needs to be further elucidated.
CR-thrombi can develop in different ways. Figure 1 summarizes the most common types of thrombosis  (5, 30). The catheter
sleeve is an adherent sheath of fibrin that forms on the outer surface and envelopes the indwelling catheter. This thin pericatheter
thrombus evolves, within two weeks from implantation, into a collagen sheath  (31, 32). Sleeve thrombi are quite common,
occurring in up to 47% of patients and, although benign in itself, may lead to catheter malfunction (inability to infuse or to withdraw
blood due to a ball-valve effect at the catheter tip level), complete occlusion of the catheter tip or even mural thrombosis. Sleeve
thrombi can eventually serve as a reservoir for bacterial overgrowth  (33).
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Complete or partial blockage of catheter function may also origin from intraluminal thrombi: their presence requires locking or
flushing of the catheter with thrombolytic agents to restore its patency  (34). Sleeve or intraluminal thrombus formation may
precede or cause the third and more concerning complication, which is DVT, i.e. the development of occlusion of large veins such
as superior vena cava, subclavian vein or axyllary vein  (2).
Superficial thrombophlebites, involving the arm veins, represent a fourth type of thrombotic CR-adverse event that may be
observed in patients bearing PICC or midline cathethers. Patients with CR-thrombotic complications may have a number of signs
and symptoms, including pain, oedema, skin discoloration and the development of superficial collateral circulation. However,
frequently, DVT may go totally unnoticed.
DVT of the upper or lower extremities may in turn predispose patients to potentially lethal complications such as PE or
post-thrombotic syndrome  (35).
In onco-hematologic patients carrying CVC, both silent and clinically evident VTE complicates the management of the disease and
may significantly worsen the prognosis. In fact, VTE is one of the leading causes of death in cancer patients  (19). CVC insertion,
besides the cancer itself, cancer surgery and chemotherapy, represents a risk factor for thrombotic events. An exact quantification
of this risk may help to define the best strategies to prevent VTE in cancer.

Catheter use possibly leads to thrombotic complications ranging from localized, asymptomatic phenomena up to clinically overt
deep vein thrombosis.

Epidemiology
The rate of CR-thrombosis in cancer patients has been estimated in numerous prospective and retrospective cohort studies
 (36�62). Because long-term catheters are located deeply in the mediastinum, DVT may long be clinically asymptomatic. Therefore
the CR-DVT incidence reported in the literature varies according to the test used for detecting the endpoint: when venography was
performed as a programmed surveillance tool, the DVT rate is greater than when utilized only as a confirmation symptoms of
clinically suspected DVT. The estimated frequency of upper limb DVT further decreases when either ultrasonography or impedance
plethysmography are used, or when the diagnosis of DVT is merely based on clinical symptoms.
In fact, the reported rate of clinically manifest CR-DVT in adult patients ranges from as low as 0.3% up to 28.3%  (3) (or from 0.02
to 0.92 events per 1000 device life days)  (1). Differently, it raises up to 27% to 66% when surveillance venography is utilized to
detect DVT. Most thrombi detected in imaging studies, particularly by venography, were totally asymptomatic  (2, 28, 36, 63�66).
In patients with hematologic diseases, a cumulative incidence of clinically overt thrombosis of about 12% (2.2 events per 1000
catheter days) has recently been reported  (61, 67, 68), whereas consistent estimates for subclinical thrombosis are scant. In the
study by van Rooden et al. one hundred and five patients affected by hematologic malignancies were enrolled prospectively to
assess the validity of Doppler-ultrasonography to predict for CR-thrombosis (clinically overt or asymptomatic)  (67).
Among paediatric patients, the rate of clinically overt CR-DVT appears to be lower, the reported incidence ranging from 0 to 12%
 (43, 59, 69, 70). However, now radiographic evidence exists that as many as 50% of children with cancer, bearing a CVC, develop
thrombosis of large veins, that are in a great majority asymptomatic. Most thrombi, detected in cancer patients by venography, are
not only clinically silent but also non-occlusive. Indeed, in two recent studies, the estimated percentage of non-occlusive DVT in
cancer patients was 81.2% and 71.4%, respectively  (65, 71).
The true impact of partial obstructions on catheter life and functioning as well as on patient morbidity and mortality is uncertain.
However, the silent course of non-occlusive CR-thrombosis may progress to sudden overt clinical signs of PE. In a recent
meta-analysis, aimed to evaluate the role of thrombosis prophylaxis in patients with CVC, a systematic review of prospective trials
including three different patient populations, i.e. patients receiving PN, patients with cancer, and critically ill patients in the ICU,
have been performed. Given the very restricted inclusion criteria, only eleven out of thirty-five studies of patients with hematologic
or other malignancies, were analyzed. The recorded incidence of thromboses was largely different. Indeed it was 0 to 20%, when
only symptomatic thrombosis were taken into account, but raised to 27 to 90% when thrombosis was investigated by imaging
technique. Furthermore, the majority of trials included small cohorts of patients and very few studies addressed patients with
hematologic malignancies  (10).
Cortelezzi et al. evaluated the rate of thrombotic complications in a cohort of 126 patients with hematologic malignancies, in whom
a total of 207 CVC were implanted. In this study, clinically symptomatic thrombotic complications developed in 15.5% of CVC (7.9
events/1000 catheter days). The incidence was significantly higher in patients with peripherally inserted PICC than in those with
centrally inserted CVC (p<0.0001), the PICC showing a 4.1-fold increased risk of developing DVT, a 14.8-fold risk of superficial
thrombophlebitis, and a 2.6-fold risk of catheter malfunction, as compared to centrally inserted CVC  (4).
Patients carrying a CVC are particularly prone to develop thrombo-embolic complications during the first weeks after catheter
insertion  (4). This is suggested by several observations: Luciani et al. reported a mean interval of 42.2 days between CVC
implantation and appearance of signs of thrombosis  (72), whereas De Cicco et al. found that over a half of DVT were detectable
within 8 days after catheter insertion  (66). In patients with hematologic malignancies, the median number of days between CVC
insertion and clinical detection of thrombosis was 17d in the study by Van Rooden et al.  (67). About three fourths of thromboses
were diagnosed within the third week after CVC implantation, confirming that this is an early complication also in hematologic
patients  (67). The incidence of clinically detectable PE, as a complication of CR-upper limb-DVT, is reported to vary from 15 to
25%, but PE incidence was 50% at necroscopy  (1). On the other hand, in both the prospective studies of patients with upper-limb
DVT in which PE diagnosis was made by objective testing, the incidence of PE was 36 and 17%, respectively  (64, 73).

Clinical features
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Signs and symptoms of clinically overt CR-DVT include shoulder girdle, neck or jaw pain, headache, skin discoloration and/or
erythema, oedema ranging from slight arm swelling to full-blown superior vena cava syndrome with venous congestion and the
development of collateral circulation vessels on the chest wall. However, the clinical course of CR-DVT is often silent. According to
De Cicco et al., only 6% of patients with venographic evidence of DVT are symptomatic  (66). Both an apparently aspecific sign,
such as aspiration difficulty from the catheter, or a dramatic clinical picture, such as PE, may be the presenting hallmark of DVT in
a significant percentage of patients. Upper-limb DVT may more frequently run a silent clinical course than lower limb DVT, given
the wider possibility to develop a collateral circulation in the upper extremity. Asymptomatic DVT may be suspected in the presence
of catheter malfunction, mainly a difficulty in blood withdrawal due to ball-valve effect generated by a sleeve thrombus on the
catheter tip. A positive relationship between this ball-valve effect and the development of mural thrombosis in cancer patients is
suggested by Tolar et al.  (74). In this prospective study significantly more CR-DVT occurred in patients with catheter showing a
ball-valve effect, than in patients without aspiration difficulty (20 out of 30 vs. 65 out of 191; p=0.01). Further, blood aspiration
difficulty was documented in almost the three fourths of patients who later developed DVT.

A difficult blood aspiration from CVC may be a sign of asymptomatic DVT.

Risk factors
A number of factors have been shown to influence the risk of CR-thrombosis, including catheter characteristics and
biocompatibility, catheter insertion techniques, patient characteristics and treatment, and associated infection.
There is no substantial difference in thrombotic risk between the different types of external catheters (i.e Hickman, Broviac,
Groshong)  (1, 46), whereas totally implantable ports carry a lower rate of thrombosis compared to partially implantable devices  (3,
26). A lower incidence of upper limb DVT with chest ports (0.3�14%) versus peripherally placed ports (4.5�26%) and external
catheters (7�20%) has been reported  (1, 46, 75). Cancer patients with venous ports connected to open-end or closed-end valved
CVC have an analogous incidence of CR-thrombotic complications  (58).
The thrombogenic potential of PICC lines is substantial. The reported rate of PICC-related DVT appears lower as compared with
centrally inserted CVC  (76, 77). However, PICC are definitely associated with a consistent rate of symptomatic upper limb
thrombophlebitis  (4, 31, 78, 79), and the complication-free delivery rate (i.e. the percentage of catheter life free of both
thrombophlebitis and DVT) is significantly in favor of centrally inserted vs peripherally inserted catheters  (79).
Both the CVC size and lumens number (i.e. single-lumen vs. multi-lumen) have been reported to increase the likelihood of
CR-thrombotic events. This particularly applies to children with large indwelling catheters and rather small veins  (5).
Large-bore peripheral lines have been shown to be significantly more thrombogenic than smaller lines by Grove et al., with a
reported incidence of thrombosis of 0%, 1%, 6.6% and 9.8% for PICC with a diameter <3F, 4F, 5F and 6 F, respectively  (76).
Similar results were obtained by Eastridge et al. who showed that 12F triple-lumen Hickman catheters were associated to a higher
number of thrombotic complications than the 10F double-lumen (20.1 vs. 6.9%; p<0.05)  (46). However, recently, the effect of the
number of lumens on CR-complications has been questioned  (80), and it has been suggested that the choice of either a
single-lumen or a multi-lumen should not be influenced by this concept  (17).
Catheter rigidity and roughness may directly impact on endothelial integrity; in addition a rough surface may favor both the
coagulation process and the deposition and anchoring of a bacterial biofilm. Catheters made of more biocompatible material, such
as silicone and polyurethane appear less thrombogenic than polyvinyl or polyethylene CVC  (81).
The site and the side (left versus right) of device insertion  (59, 82, 83), the number of vein punctures as well as the location of the
catheter tip (distal vs. not distal to the junction of the superior vena cava and the right atrium) are all insertion technique-associated
variables that may modify catheter thrombogenicity. A correct positioning of the catheter tip dramatically reduces the risk of DVT
when compared to a peripherally misplaced catheter tip (i.e. located into axillary or subclavian-innominate veins), while the location
of the distal end of the device is an independent risk factor for the development of CR-thrombosis  (50, 72, 84�86). Possibly due to
the different length of left-sided and right-sided innominate veins and to anatomic diversity of the subclavian-innominate angles,
left-sided inserted CVC are associated with an enhanced thrombotic risk  (66, 82�84). Non-subclavian cannulation is associated
with a significantly higher thrombotic risk than catheter insertion into the subclavian vein. This has been demonstrated comparing
the incidence of CR-thrombosis after catheter positioning at the subclavian level with that at both femoral (1.9 vs. 21.5%; p<.001)
 (87) and internal jugular levels  (88).
Skilled implantation technique and the improvement in the imaging assistance during catheter insertion in cancer patients result in
a reduced risk not only of immediate mechanical complications, such as catheter misplacement or injury of adjacent anatomic
structures, but also of secondary thrombotic events  (3, 19, 40, 89).

Correct positioning of the catheter significantly reduces the risk of CR-DVT.

The risk of thrombosis differs among the patient populations, as the underlying disease may affect the risk of thrombosis. This is
the case of malignancy  (90). In patients with cancer risk is further enhanced by anti-tumor treatments, including surgery, high-dose
chemotherapy or HSC transplantation  (67). However Brown et al. did not observe significant differences in the rate of
CR-thrombotic complications between different chemotherapeutic modalities, i.e. short-term or continuous intravenous
chemotherapy, and in-hospital vs. out-of-hospital cancer therapy  (91). Patients undergoing bone marrow harvesting develop a
hypercoagulabil i ty state  (23). Indeed, plasma levels of coagulation activation markers (prothrombin fragments,
thrombin-antithrombin complexes, fibrinopeptde A and fibrin monomers) are shown to increase after bone marrow harvesting and
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Hickman catheter insertion in autologous bone marrow transplanted patients with malignant lymphoma  (92).
The influence of one or more of the following patient characteristics and type of infused therapy is also suggested, i.e.: platelet
count at the time of catheter insertion, inherited thrombophilia, and nature of the substance administered (fluid replacement vs total
parenteral nutrition). Chemotherapy may directly damage the vascular endothelium and the hyperosmolarity of PN can also alter
the vessel wall  (23, 75, 92). Conversely, chemotherapy may lower the platelet number, thus also favoring a bleeding tendency.
Enhanced thrombotic risk has been documented in childhood acute lymphoblastic leukemia  (1, 59, 93), in association with
Levo-asparaginase induction therapy. This agent decreases the protein synthesis leading to an acquired deficiency of
antithrombotic factors, such as antithrombin III, protein C and protein S  (94). The use of GM-colony stimulating factor or of
Interleukin 2 has also been associated to high incidence of catheter occlusions  (95, 96).

Some pharmacological agents increase the risk of CR-thrombosis.

In spite a substantial number of studies and anecdotal reports available in the literature, the exact role of inherited or acquired
coagulation abnormalities in patients with cancer or hematologic malignancies bearing a CVC is still controversial  (28, 56, 59, 61,
97�101). It has been suggested that Factor V Leiden gene mutation may be a consistent thrombotic risk factor in acute lymphoid
leukemia patients and in stem cell transplanted patients with CVC  (61, 99).
Undoubtedly infection is one of the leading complications of CVC  (3, 17, 19). CR-BSI cause an increase in hospital stay of about
20 days, with an estimated additional cost of more than 3,000 euros/case  (102). Seventy per cent of all in-hospital BSI occur in
patients with CVC, with a reported mortality rate of about 20%. In one third (6.7%) of these cases, death can be directly attributable
to CR-septicemia  (103).
There is a broad variation in the reported frequency of CR-infectious complications in cancer patients, both in terms of incidence
(from less than 1% to 25%) and in terms of incidence density (from 0.21 to 30.2 complications per 1000 CVC-days)  (103). These
variations depend on the kind of indwelling device, the population investigated and the microbiological diagnostic techniques. The
frequency of CR-BSI rises with the length of CVC intravascular life. The use of subcutaneous ports, subclavian insertion site and
antimicrobial-impregnated catheters consistently reduces the risk of infectious complications  (17, 104�106).

Risk of bloodstream infections increases with the time of catheter intravascular life.

Other reported risk factors for CR-BSI are increased patient age and/or low performance status, number of CVC manipulations,
administration of TPN, severity and duration of neutropenia, diagnosis of hematologic malignancy or solid tumor and stem cell
transplantation  (3, 103). The overall incidence of CR-BSI in patients with acute leukemia was very low in the study by Karthaus et
al.  (107). In this prospective trial, only 1.9 proven CR-BSI were documented per 1000 CVC-days. However, the number of proven
CR-BSI was much higher (5.2 events per 1000 CVC-days) in another recent report in patients with hematologic malignancies  (4).
The relationship between catheter infection and thrombosis is bi-directional, as the two processes may influence each other in
several ways  (33, 88, 108). The fibrin and fibronectin network of the catheter sleeve is an ideal docking site for the adherence of
bacteria, particularly staphylococci, on the catheter surface and catheter colonization  (33). These slime-producer adherent bacteria
may subsequently generate coagulase enzymes that exert a pro-thrombotic activity. Finally, the embolization of an infected
thrombus can lead to both thromboembolic and septicemic complications. It is therefore expected that a clinical correlation exists
between these two CR-complications, i.e infection and thrombosis  (1). Albeit in a small cohort of patients, a significantly higher
(23% vs 1%; p<0.01) incidence of septicaemia was found among patients with necroscopic evidence of mural on catheterized
veins, in comparison to patients without CR-thrombosis  (33).
Protocols aimed to decrease the incidence of CR-BSI through the prevention of both extra-luminal and endo-luminal contamination
of catheter (i.e. aseptic catheter insertion and hub handling, use of tunnelling catheters, totally implantable ports, and
antimicrobial-bonded catheters) may possibly lead to a parallel reduction of CR-thrombotic rate. Conversely, an effective
anti-thrombotic prophylaxis might contribute to reduce the rate of catheter colonization and CR-infection.

Diagnosis
[dict: CVC] malfunction and/or occlusion, superficial thrombophlebitis, DVT of the upper limb and PE can be the consequence of a
thrombus related to the CVC presence. As reported before, most of these thrombotic events are asymptomatic.
Malfunction of a CVC causes persistent pain during infusion or impossibility for sampling and/or infusion (ball-valve effect at the
catheter tip level). When this malfunction/occlusion occurs after at least 24-hour adequate CVC function, is not reversible after at
least two flushings with saline, and other possible causes (i.e. kinking or rupture) are excluded, it is attributable to thrombosis.
Color-Doppler ultrasound may be useful to locate thrombi in the catheter vein: however, the sensitivity is not satisfactory and a
negative finding cannot rule out the thrombotic origin of malfunction/occlusion.
Superficial thrombophlebitis due to CVC is evidenced by one or more of the followings: induration or erythema, warmth, pain or
tenderness along the course of the catheter vein. The diagnosis is made on the basis of clinical signs and symptoms: instrumental
tools (color-Doppler ultrasound, contrast venography) may be useful in excluding a coexisting DVT.

CR-DVT of the upper limb
Signs and symptoms of clinically overt CR-DVT, such as shoulder girdle, neck or jaw pain, headache, skin discoloration and/or
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erythema, and oedema are not sensitive or specific for DVT. In addition, the clinical course of CR-DVT is often silent.
Contrast venography is still considered the gold standard in detecting upper limb DVT in patients with CVC. However, this tool is
not frequently used in common practice because of its invasiveness, cost, and use of contrast medium. Furthermore, patients with
hematologic malignancies have frequently severe neutropenia with high risk of infection and there is concern about moving them
from a protected environment (i.e. sterile rooms) to other departments, such as radiology. As a consequence, the use of contrast
venography is often confined to clinical trials (in which it is utilized to obtain a �blinded� evaluation by an external panel of experts)
and to difficult diagnostic situations.
In the case of clinical suspicion of CR- DVT, the non invasive method of compressive ultrasound, especially with Doppler and color
imaging, is currently used to confirm the diagnosis. The main criteria of color-Doppler ultrasound are visualization of mural thrombi
or incompressibility of the veins, absence of spontaneous flow or presence of turbulent blood flow, absence of transmission of
cardiac pulsatility or respiratory phasicity, and visualization of increased venous collaterals. A recent systematic review  (109) on
the accuracy of the diagnosis of suspected upper limb DVT in 170 patients (96 of whom had CVC) reported a sensitivity of duplex
ultrasound ranging from 56% to 100% and specificity ranging from 94% to 100%. The accuracy of color-Doppler ultrasound for the
diagnosis of upper limb DVT has been evaluated in patients with clinical suspicion of DVT, whereas only limited data are available
in patients with CVC without symptoms.
In case of clinical suspicion of upper limb DVT, an accuracy rate ranging from 82% to 95% has been reported for color-Doppler
ultrasound, using venography as the gold standard  (74, 109�112). Koksoy et al.  (90) reported on the diagnostic value of
color-Doppler ultrasound compared to venography, in CR-DVT; a sensitivity of 94% and a specificity of 96% were found. The
sensitivity of ultrasound depends on the location of venous thrombosis. Ultrasound techniques are reliable for the detection of DVT
in the jugular, axillary and subclavian veins (with a sensitivity of 95% for axillo-subclavian vein and of 100% for jugular vein) but are
less reliable for DVT in the innominate and superior caval veins (with a sensitivity of approximately 5%). Recently, Male et al.  (113)
compared venography and ultrasound for the diagnosis of asymptomatic DVT in 66 children with acute leukemia. The Authors
concluded that ultrasound is insensitive for upper-limb DVT, but may be more sensitive than venography for DVT in the jugular
veins. They recommended a combination of ultrasound and venography for the screening of the asymptomatic upper limb DVT.
However, a similar protocol is not easily feasible and accepted by clinicians. Taking into account the true incidence of clinically
relevant thrombotic complications in hematologic patients with CVC, as it appears from recent reports  (4, 114), an aggressive
diagnostic approach such as a screening of asymptomatic patients is probably not justified. The low sensitivity of Doppler
ultrasound for asymptomatic subclavian thrombosis is confirmed by the study of Haire et al.  (115), who compared the sensitivity of
duplex ultrasound with venography in 32 asymptomatic patients with the CVC inserted in the subclavian vein. Only 3 out of 11
CR-DVT detected at venography were identified by duplex ultrasound. It is likely that the reduced sensitivity of ultrasound for upper
limb DVT, as compared with DVT of the lower limbs, is due to the difficulty in exploring the compressibility of the proximal vein
segments of the upper limbs. This could be likely the case of CR-DVT, which is frequently located in the more proximal segments.
Impedance plethysmography is not an acceptable and validated diagnostic tool in patients with suspected CR-DVT of the upper
limbs, due to its very low sensitivity and specificity. The presence of CVC itself in the vein can alter venous tone and flow,
decreasing the accuracy of this test. Further, impedance plethysmography does not allow a direct visualization of the thrombus and
today has been abandoned also for the diagnosis of DVT of the lower limbs. More recently, magnetic resonance venography and
spiral computed tomography have been used in the diagnosis of suspected CR-DVT  (116�118). The promising results of these
tools in the diagnosis of upper limb DVT are to be confirmed by additional studies. However, due to the increased availability of the
instrument and the velocity of the test, spiral computed tomography (which is also reliable for the diagnosis of PE) is gaining
consent among clinicians.
Laboratory tests such as D-dimer have not been validated in the diagnosis of CR-DVT in hematologic patients. In many outpatients
with a clinical suspicion of DVT or PE, values of D-dimer below pre-defined cut-off levels proved to reliably rule out thrombosis
 (119).
However, the underlying disease and the presence of the CVC make it unlikely the utility of D-dimer as a diagnostic test in this
setting of patients.
In conclusion, in the case of clinical suspicion of CR-DVT, compressive US should be used as a first-step choice to confirm or rule
out the diagnosis. Patients with positive ultrasound should be considered having DVT and treated accordingly. Patients with
negative ultrasound but persisting symptoms should undergo serial testing or venography before the diagnosis of upper limb DVT
is ruled out. Spiral CT scan is probably the more promising tool for the near future.

If a CR-DVT is suspected, a Color-Doppler ultrasound test should be performed, followed, in case of negativity, by venography.

Prophylaxis
Due to its frequency, the potential harms (DVT of the upper limbs, PE, fatal PE) and the silent nature of the disease, primary
prophylaxis of CR-thrombotic complications has been suggested and studied by many Authors. Table 3 summarizes the main
studies conducted in patients with cancer  (63, 64, 120�125). Fewer data are available in patients with hematologic malignancies.
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Before analysing in more details these studies, it is necessary to make some preliminary remarks. The question if mandatory
venography is a more reliable endpoint than clinically overt thrombotic events is still a matter of debate. Venography is an accurate
tool to assess DVT: however, it may be considered a surrogate endpoint, since the real goal of prophylaxis is to prevent clinically
relevant thrombotic events and not �venographic� events. This consideration is valid for many studies on primary prophylaxis of
VTE (i.e. in surgical patients), but it is even more relevant in hematologic patients with CVC, since there is no convincing evidence
that venographic thrombotic events (which are very frequent) are strongly correlated with severe clinical consequences. Based on
this observation, it is not surprising that studies aimed at showing a reduction in the incidence of clinically overt CR-VTE need
larger sample size than studies using mandatory venography.
Another remark is that the true incidence of complications seems to be decreased in the more recent studies, if compared with
previous studies. The use of newer, less thrombogenic devices and the higher skill in technical positioning may possibly explain
this finding.
Heparin, LMWH and oral anticoagulants (mainly warfarin) have been tested for thromboprophylaxis in patients with CVC. Bern et
al.  (63) evaluated the efficacy and safety of warfarin, administered at fixed dose of 1 mg/day, in an open prospective study.
Forty-two patients were randomized to receive warfarin and forty patients to the control arm (no treatment). Warfarin was started 3
days before CVC insertion and was continued for 90 days. In the warfarin group, four patients (9.5%) had venography-confirmed
upper limb DVT, compared with 15 patients (37.5%) in the control group. The results are consistent with Authors� conclusions that
this regimen is effective in the prophylaxis of CR-DVT. Monreal et al.  (64) tested a LMWH (dalteparin) in an open prospective
study. The Authors found that dalteparin 2,500 U once daily for 90 days is effective and safe in the prophylaxis of upper limb DVT
in this setting. In this study, nine of 29 patients (31%) developed symptomatic upper limb DVT confirmed by venography: one of 16
(6%) in the dalteparin group and eight of 13 (62%) in the untreated control group. A study by Boraks et al.  (120) in hematologic
malignancies tested the efficacy and safety of warfarin prophylaxis in 108 patients with CVC. In this open label study, warfarin was
used at a fixed low dose of 1 mg/day during the period of CVC dwell. The incidence of CR-DVT, in treated patients was compared
with that observed in a historical population with similar characteristics. Venography or ultrasounds were used to confirm the clinical
suspicion of CR-DVT, which was observed in 5% of patients treated with warfarin and in 13% of the historical controls.
The PROTEKT study  (121) was an open-label, randomized controlled trial on the prevention of CR-thrombotic complications with a
LMWH (reviparin) in children with leukemia. The dose of reviparin was 30 U/kg/day for patients younger than 3 months and 50
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U/kg/day for patients older than 3 months. The efficacy endpoint was DVT detected by venography performed at day 30. The study
was prematurely terminated because of the slow patient enrolment and the high rate of adverse events. As a matter of fact, VTE
rate of 14.1% was reported in the reviparin group as compared with 12.5% in the control group. Many reasons could have affected
the results of this study, for example the disease itself (leukemia) and its treatment, and the poorly known responsiveness of
children to antithrombotic prophylaxis, which may have caused the choice of ineffective prophylactic doses. A recent randomized,
double-blind, placebo-controlled study evaluated the efficacy and safety of dalteparin in preventing CR-complications in solid tumor
patients  (122). The endpoint of this study was clinically overt CR-thrombotic complications (DVT, PE and CVC obstruction
requiring CVC removal). Patients were randomly assigned to receive 5,000 U/day of dalteparin or placebo for 16 weeks. No
advantage in terms of reduction of CR-thrombotic complications was found in the dalteparin group as compared to placebo (3.7 vs.
3.4%). The overall rate of VTE was low and this finding could be explained by the use of a clinical endpoint rather than a
venography endpoint, as already discussed. Lagro et al.  (123) found nadroparin to be ineffective in the prevention of CR-DVT in
bone marrow transplant recipients. Heaton et al.  (124) performed a randomised, open label study with low-dose warfarin, 1
mg/day, or placebo in 88 patients. The endpoint of the study was symptomatic, venography-confirmed CR-DVT in patients with
hematologic malignancies. The Authors found no significant difference in the incidence of CR-thrombotic events and no significant
variation in catheter survival in patients treated with warfarin. The same dosage of warfarin was used by Couban et al.  (125) in a
randomized, double-blind, placebo controlled study on the prevention of symptomatic CR-DVT in 255 patients with cancer.
Clinically overt VTE occurred in 4% of patients in the placebo group and in 4.6% of patients in the warfarin group. No difference in
the incidence of major or minor bleedings in the two groups was found. A recent meta-analysis  (126) of randomized controlled
trials in CVC patients showed a benefit of heparin in the prevention of VTE complications (relative risk, 0.43; 95% CI, 0.23 to 0.78)
and of catheter colonization (relative risk, 0.18; 95% CI, 0.06 to 0.60). An open, prospective, randomized venography trial  (127)
compared the efficacy and safety of the LMWH nadroparin with low-dose warfarin in 57 cancer patients with long-term CVC for
chemotherapy. Warfarin (1 mg/day) and nadroparin at a fixed daily dose of 2,850 U/day were given for 90 days. Six out of 21
patients in the nadroparin group (28.6%) and four out of 24 patients in the warfarin group (16.7%) had venography-confirmed
CR-DVT at 90 days. Safety was similar in both treatments and the Authors concluded for a substantial equivalence of the two
treatments.
It is noteworthy that on the basis of the available data, mainly those by Bern  (63) and Monreal  (64), the Sixth Consensus
Conference of the American College of Chest Physicians  (128) recommended prophylaxis with LMWH or 1 mg/day fixed-dose
warfarin in cancer patients with CVC. However, as reported above, most of the available studies are open, small in size, and with
different endpoints (venography-detected DVT or clinically overt thrombosis). In addition, major hemorrhagic complications are not
fully described in these studies, which are of paramount importance in patients with hematologic malignancies. Indeed,
thrombocytopenia is very frequent in these patients. It may increase the risk of bleeding and contraindicate the use of anticoagulant
drugs, although some reports suggest that thrombocytopenia might decrease the risk of thrombosis. Unfortunately, severely
thrombocytopenic patients were excluded in most available studies. Perusal of the published studies does not allow a firm
conclusion on the risk/benefit ratio of a pharmacological prophylaxis of CR-VTE in hematologic patients.
Larger, prospective studies on the incidence and the clinical relevance of CR-thromboembolic complications, and on the risk of
hemorrhage related to the use of anticoagulant drugs in hematologic patients are required. A recent prospective, observational
study in 8 Italian Hematology Departments enrolled 412 patients (458 CVC) with hematologic malignancies  (114). Clinical events
registered up-to 3 months of follow-up were: CR-DVT and PE (strumentally proven), CR-superficial thrombophlebitis,
CVC-occlusion / malfunction of thrombotic origin, major cardiovascular events, bleeding, infections and death. CR-thrombotic
complications were significantly more frequent in patients with platelet counts > 50,000 x 10 6/L (17.4%). However, the incidence of
clinically relevant CR-thrombotic events was not negligible even in patients with more severe thrombocytopenia (10.2%). Since the
use or not of thromboprophylaxis was left to the investigator (about 14% of patients received LMWH), no conclusion about the
efficacy of prophylaxis can be drawn by this study. However, no increase in bleeding was observed in thrombocytopenic patients
receiving anticoagulants, so that pharmacological prophylaxis of CR-DVT does not appear to increase clinically relevant bleeding in
these patients.

Treatment
There is scanty literature on the treatment of CR-upper limb DVT in patients with hematologic malignancies. A few data are
reported in patients with solid tumors. As a consequence, the treatment of CR-thromboembolic complications is not thoroughly
standardized.
The management of thrombotic events may differ in the various clinical settings and depends on the clinical presentation.

CR-DVT of the upper limbs
The main goals of treatment of CR-DVT are to reduce mortality and morbidity from the acute event and minimize late
complications. It is always necessary to objectively confirm DVT. In agreement with the common management of DVT,
anticoagulant therapy is likely to be the treatment of choice. Accordingly, treatment is started with intravenous unfractionated
heparin (adjusted in order to keep the activated partial thromboplastin time between 1.5 and 2.5 times the basal values) or
subcutaneous LMWH (about 160-200 IU/kg/day) for 5 to 7 days, and continued with oral anticoagulation with warfarin, started on
the first day, with target INR of 2.5 (therapeutic range: INR 2.0-3.0).
A recent prospective study evaluated the administration of a LMWH (dalteparin, 200 IU/kg/d) in the treatment of 46 outpatients with
upper limb DVT  (129), suggesting the safety and efficacy of outpatient treatment, which is cost saving and improves patients�
quality of life. If oral anticoagulation is contraindicated or not easily feasible (for example, for the interactions with chemotherapy),
patients usually receive long-term treatment with LMWH. A prolonged treatment with LMWH at a reduced dosage (about 75% of
the initial dose) showed a significant advantage over the conventional treatment with oral anticoagulants in patients with cancer and
DVT of the lower limbs  (130). The use of a LMWH (enoxaparin) has been evaluated in the treatment of CR-thrombosis in five
patients with Hickman catheter and thrombocytopenia undergoing bone marrow transplantation  (131). The treatment was effective
and no severe hemorrhagic complications were recorded.
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In summary, even if there is no consensus on the optimal management of patients with CR-DVT, at present most patients receive
anticoagulation according to current guidelines for lower limb DVT. However, thrombocytopenia may be a major concern, and the
management of patients with platelet counts below 50,000 x 106/L is still uncertain and left to individual evaluation of the risk/benefit
ratio.
More aggressive therapeutic options for CR-DVT have been attempted by systemic thrombolysis and thrombectomy. Some studies
of thrombolytic therapy in CR-DVT have been published  (132�138). However, none of these studies compared thrombolysis to
heparin treatment. It is unclear whether thrombolytic therapy could reduce symptoms of VTE or prevent line or systemic infection
and CVC malfunction. Taking into account the high risk of bleeding in patients with hematologic malignancies and the current
practice in patients with DVT, systemic thrombolysis should be limited to patients with severe PE, in the absence of absolute
contraindications.
A debated matter is the removal of CVC in the presence of upper limb DVT. To date, there is no consensus on this matter and the
removal of the CVC is left to the discretion of the attending physician who has to take into account the clinical symptoms, CVC
function, the need to administer additional chemotherapy, and the platelet count. The efficacy of CVC removal on the long-term
outcome is unknown. Our personal practice is not to remove the CVC in the acute phase of DVT, if its removal is not mandatory for
severe infective complications. We treat DVT with heparin/LMWH and continue on using the CVC, if still working, until it is needed.
The optimal duration of anticoagulation treatment for CR-DVT in patients with hematologic malignancies is unknown. We usually
prescribe anticoagulation (with LMWH or warfarin) until the CVC is dwelling and, if not contraindicated, for at least three months
from DVT onset.
Some reports suggest the use of superior vena cava filters in patients who have upper limb DVT and absolute contraindications to
anticoagulant therapy  (139, 140).

CVC occlusion or malfunction of thrombotic origin
CVC tip occlusion or catheter sleeve occlusions are conventionally treated by local thrombolytic therapy with a low dose of single or
repeated bolus of urokinase, streptokinase, or tissue plasminogen activator. This treatment is very effective in restoring CVC
patency if the catheter is well positioned  (141, 142). Recombinant tissue plasminogen activator has also been used. A dose as low
as 2 mg in 2 mL was described as effective in pediatric patients  (143). In patients with platelet count < 50,000 x 10 6/L is our
practice to attempt local thrombolysis using total doses of urokinase equal or inferior to 10,000 U in single or repeated bolus
injections. However, a lower dose of 2,000 U in single bolus injection may also be effective  (144).
In summary, treatment of patients with CR-VTE is similar to that of thromboembolic events in patients without CVC. A 5- to 7- day
course of unfractionated heparin or LMWH, followed by oral anticoagulants, is recommended in absence of contraindications in
patients with DVT and/or PE. However, the frailty of hematologic patients (mainly due to severe thrombocytopenia) should be
carefully considered in the choice of treatment. If oral anticoagulants are contraindicated or difficult to manage (for example for
interactions with chemotherapy), LMWH seems to be a valid alternative. After four weeks of full therapeutic dose (about
200/U/kg/day as single or double subcutaneous injections) a reduced dose of about 150 U/kg/day can be administered. Renal
impairment should be excluded, since it increases low molecular weigh heparin half-life and may cause over-dosage and bleeding.
Also platelet count should be monitored during treatment. The optimal duration of anticoagulant treatment after CR-DVT is
unknown, but at least 3 month of anticoagulation should be delivered in case of major thrombotic events. Systemic thrombolysis is
seldom required in patients with CR-DVT and should be discoraged due to the high risk of bleeding. Local thrombolysis, with low
doses of urokinase or recombinant tissue plasminogen activator, should be considered to restore CVC patency in
occlusion/malfuncion of thrombotic origin. CVC removal has to be evaluated in each patient, but should preferably be postponed at
least one month after the onset of DVT.

The use of LMWH seems to be a promising tool for the treatment of CR-thrombosis.
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Abbreviations
CR: complete response OR CVC-related
DVT: deep vein thrombosis
LMWH: low molecular weight heparin
PE: pulmonary embolism
VTE: venous thomboembolism
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