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Abstract

Introduction: Real-world evidence of the effectiveness of pharmacological thromboprophylaxis for venous
thromboembolism (VTE) is limited. Our objective was to assess the effectiveness and safety of thromboprophylactic
regimens in Japanese patients undergoing joint replacement in a real-world setting.

Method: Overall, 1,294 patients (1,073 females and 221 males) who underwent total knee arthroplasty (TKA) and 868
patients (740 females and 128 males) who underwent total hip arthroplasty (THA) in 34 Japanese national hospital
organization (NHO) hospitals were enrolled. The primary efficacy outcome was the incidence of deep vein thrombosis
(DVT) detected by mandatory bilateral ultrasonography up to post-operative day (POD) 10 and pulmonary embolism
(PE) up to POD28. The main safety outcomes were bleeding (major or minor) and death from any cause up to POD28.

Results: Patients undergoing TKA (n = 1,294) received fondaparinux (n = 360), enoxaparin (n = 223), unfractionated
heparin (n = 72), anti-platelet agents (n = 45), or no medication (n = 594). Patients undergoing THA (n = 868)
received fondaparinux (n = 261), enoxaparin (n = 148), unfractionated heparin (n = 32), anti-platelet agents (n = 44), or
no medication (n = 383). The incidence rates of sonographically diagnosed DVTs up to POD10 were 24.3% in
patients undergoing TKA and 12.6% in patients undergoing THA, and the incidence rates of major bleeding up to
POD28 were 1.2% and 2.3%, respectively. Neither fatal bleeding nor fatal pulmonary embolism occurred. Significant risk
factors for postoperative VTE identified by multivariate analysis included gender (female) in both TKA and THA groups
and use of a foot pump in the TKA group. Only prophylaxis with fondaparinux reduced the occurrence of VTE
significantly in both groups. Propensity score matching analysis (fondaparinux versus enoxaparin) showed that the
incidence of DVT was lower (relative risk 0.70, 95% confidence interval (CI) 0.58 to 0.85, P = 0.002 in TKA and relative risk
0.73, 95% CI 0.53 to 0.99, P = 0.134 in THA) but that the incidence of major bleeding was higher in the fondaparinux
than in the enoxaparin group (3.4% versus 0.5%, P = 0.062 in TKA and 4.9% versus 0%, P = 0.022 in THA).

Conclusions: These findings indicate that prophylaxis with fondaparinux, not enoxaparin, reduces the risk of DVT but
increases bleeding tendency in patients undergoing TKA and THA.
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Introduction
Postoperative venous thromboembolism (VTE), consisting
of deep vein thrombosis (DVT) and pulmonary embolism
(PE), is a major life-threating complication in patients
undergoing surgery [1]. Patients undergoing total hip
and knee arthroplasty (THA and TKA, respectively)
are at high risk of VTE [2]. In patients undergoing THA
or TKA, thromboprophylaxis with low-molecular-weight
heparin (LMWH) or factor Xa inhibitors is recommended
for a minimum of 10 to 14 days up to 35 days in current
evidence-based guidelines [3,4]. However, it is not clear
whether these regimens affect important patient outcomes
in “real-world” settings [5]. Despite the need for effective
and safe thromboprophylactic drugs in patients under-
going joint replacement therapy, few real-world data
assessed the benefits of anticoagulants in this population.
The translation of evidence-based guidelines into everyday
clinical practice is not immediate [6]. Adoption of these
recommendations in patients undergoing elective ortho-
pedic surgery depends on combinations of patient-associ-
ated factors, including age, gender, and comorbidities, and
physician-associated factors, including clinical practice
and institutional compliance, as well as the widespread
dissemination of guidelines and educational initiatives
to reinforce published guidelines [7,8]. Clinical trials in
highly selected patients must be supplemented by efficacy
and safety data in “real-world” settings. These evidence
gaps have led to differences among recent recommenda-
tions; although these guidelines recommend thrombopro-
phylaxis after joint replacement, their choices of optimal
prophylactic agents differ [9,10].
In Japan, fondaparinux (June 2007) and enoxaparin

(April 2008) had been approved for thromboprophylaxis
in patients undergoing THA, TKA, or hip fracture surgery
[11,12]. Although these agents are widely used throughout
Japan, their effectiveness remains unclear. The Japanese
study of Prevention and Actual situation of Venous
Thromboembolism after Total Arthroplasty (J-PSVT) is a
nationwide multicenter cohort study designed to gain
insights into the effectiveness (that is, the prevention of
VTE) and safety (that is, the incidence of bleeding and
other adverse events) of the “real-world” prophylaxis
of VTE after joint replacement surgery in 34 Japanese
National Hospital Organization (NHO) hospitals. The
main objective of this study was to determine practice
patterns of VTE prophylaxis and their outcomes, includ-
ing symptomatic and non-symptomatic VTEs, bleeding
events, and all-cause mortality, in Japanese patients under-
going total joint replacement.

Materials and methods
Study design
The J-PSVT is a hospital-based, prospective cohort study
designed to document the effectiveness and safety of
current standard thromboprophylactic agents, including
unfractionated heparin, LMWH, fondaparinux, and anti-
platelet agents, approved for use in Japan. Data were
collected prospectively on all patients undergoing pri-
mary TKA and THA in 34 NHO hospitals since 2007 to
2010. The primary aim of the J-PSVT was to determine
the rates of VTEs in patients undergoing TKA and
THA, and all patients were evaluated for the presence of
all (symptomatic/non-symptomatic) DVT on postoperative
day 10 (POD10). Data on patient demographics, primary
diagnosis, pre-existing comorbid conditions, length of
operation, type of anesthesia, VTE prophylaxis (including
type and duration), and mechanical VTE prophylaxis were
gathered by using standard case report forms. The trial
was registered in the Japan UMIN Clinical Trial Registry
(UMIN000001366). The study protocol was approved
by the ethics committees of the National Hospital
Organization central institutional review board (#0623004).
Written informed consent was obtained from each indi-
vidual for their clinical records to be used in this study.

Patient enrollment
Patients who were at least 20 years old were eligible if
they were scheduled for knee or hip replacement surgery
for primary joint diseases, such as osteoarthritis and
rheumatoid arthritis. Patients were excluded if they had
(1) a predefined risk factor for bleeding (for example,
gastrointestinal ulcer and hemorrhagic stroke), (2) a
coagulation disorder, (3) heart failure (New York Heart
Association class III or IV), (4) renal impairment (cre-
atinine clearance rate of less than 30 mL/min), or (5)
liver dysfunction: aspartate transaminase (AST) or alanine
transaminase (ALT) of at least five times the upper limit
of normal or total bilirubin of at least two times the upper
limit of normal. Patients were also excluded if they had
undergone joint replacement within 3 months prior to
hospital admission, were scheduled to undergo bilateral
joint replacement, were unable to walk, or had any
severe illness.

Outcome measures
There were two primary effectiveness outcomes: the com-
posite incidence of asymptomatic/symptomatic DVT up
to POD10 and the incidence of fatal/non-fatal PE up to
POD28. All enrolled patients were assessed for DVT on
POD10, or earlier if thrombosis was clinically suspected,
by standard Doppler ultrasonography. DVT diagnosis re-
quired confirmation of the presence of a venous thrombus
by compression ultrasonography (CUS) [13] performed by
using a standardized method [14-16]. All sonographers
were adequately trained. Just before the start of study, the
participating sonographers received detailed instructions
for standardized procedures in a specially organized con-
ference and required a certification process. All patients
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underwent CUS performed by registered sonographers
who were unaware of both risk factors and thrombopro-
phylaxis. The minimal requirement for B-mode ultra-
sonography was a high-resolution real-time scanner
equipped with a 5-MHz electronically focused linear-
array transducer, although an ultrasonography device
with better specifications (including Doppler and color-
Doppler options) was allowed. If Doppler or color-Doppler
techniques were used, it was critical that the B-mode
pictures allowed the vein walls to be clearly identified.
The single criterion indicating the presence of a venous
thrombosis was failure to fully compress the venous
lumen despite firm compression with the transducer
probe. DVT was classified as being in either a proximal
(that is, the popliteal vein or any vein proximal to it) or
a distal (that is, any vein distal to the popliteal vein)
vein. A pulmonary embolism was defined as definite if
computed tomography/angiography of the chest or ven-
tilation-perfusion scintigraphy showed a characteristic
intraluminal filling defect. The primary safety outcomes
were the incidences of major bleeding and death from all
causes up to POD28. Major bleeding was defined as
hemorrhage occurring at a critical site (for example, intra-
cranial hemorrhage), resulting in the need for a major
therapeutic intervention (for example, surgery), causing
hemodynamic compromise, requiring at least one unit of
red-cell concentrates, or resulting in death. Minor bleed-
ing was defined as bleeding that did not fulfill the criteria
for major bleeding.

Data collection
Data from all participating doctors were entered into the
J-PSVT database at the data center of the NHO head-
quarters Center for Support and Education of Clinical
Research via the HospNet internet system. Previous co-
morbid conditions of each patient were reviewed by each
of the principal physicians. These conditions included
cancer, stroke, chronic kidney disease, diabetes, hyperlip-
idemia, arrhythmia, and cardiovascular diseases as well
as previous thrombosis. Medical information collected
during follow-up included the development of cardio-
vascular events, including DVT, myocardial infarction,
pulmonary embolism, heart failure, arrhythmia, and cere-
brovascular accident as well as gastrointestinal bleeding
and death.

Statistical analysis
Discrete variables were compared by using chi-squared
tests and continuous variables by using Kruskal-Wallis
rank tests. Multiple logistic regression analysis was used
to estimate the risk factors independently associated
with the primary composite outcome: asymptomatic/
symptomatic DVT up to POD10 and PE up to POD28.
Age, sex, history of venous thrombosis, epidermal
growth factor receptor (less than 60 mL/min per 1.73 m2

versus at least 60 mL/min per 1.73 m2), body mass index
(at least 30 kg/m2 versus less than 30 kg/m2), anesthesia
(general versus others), operation time (at least 120 mi-
nutes versus less than 120 minutes), foot pump use (yes
versus no), elastic stocking use (yes versus no), and dif-
ferent anti-coagulating agents (none versus unfractio-
nated heparin (UFH), enoxaparin, fondaparinux, and
other agents) were treated as independent variables.
Multivariate logistic regression was used to calculate odds
ratios and 95% confidence intervals (CIs) after controlling
simultaneously for potential confounders. Individuals with
missing data were excluded from the model.
Propensity score matching [17] was performed to

minimize any effects of confounding caused by non-
randomized assignment to VTE prophylaxis. Propensity
score matching is used to reduce the impact of selection
bias and allows relevant variables to be balanced in
patients treated with fondaparinux or enoxaparin for
VTE prophylaxis. Logistic regression was used to estimate
a propensity score, representing the risk for VTE. Propen-
sity scores were matched 1:1 in patients taking fondapari-
nux and enoxaparin to compare patients at equivalent
risks for VTE. After matching, we compared the incidence
of the primary outcome and major bleeding events after
surgery. The ratio of risk in the fondaparinux compared
with the enoxaparin was calculated by using chi-squared
tests. All reported P values were two-tailed. All data pro-
cessing and analysis were performed by using the Statis-
tical Analysis System (SAS) and SPSS version 18 software
(SPSS, Chicago, IL, USA).

Results
Study populations and treatments
Between 1 July 2007 and 31 May 2010, 2,211 patients
undergoing THA or TKA at 34 NHO hospitals were
screened for eligibility. Of these, 25 patients were exclu-
ded: 17 with exclusion criteria and 8 who cancelled sur-
gery. Of the 2,186 enrolled patients, 1,307 underwent
TKA and 879 patients underwent THA. Primary effective-
ness outcome was not assessed in 13 patients who under-
went TKA and in 11 who underwent THA owing to the
lack of ultrasonography or inadequate medical treatments.
Thus, the overall study population consisted of 1,294
patients who underwent TKA and 868 patients who
underwent THA (Figure 1).
The demographic and clinical characteristics of these

patients are shown in Table 1. VTE prophylaxis showed
apparent variations. Most physicians in Japan prescribe
more than one modality (mechanical and pharmacological)
in combination, with foot pumps and elastic stockings used
in combination with pharmacological prophylaxis in many
of these patients. Pharmacological thromboprophylaxis in
patients undergoing TKA consisted of fondaparinux in 360



Figure 1 Flow diagram of patient enrollment.
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patients (27.8%), enoxaparin in 223 (17.2%), UFH in 72
(5.6%), and anti-platelet agents (others: aspirin 41, ticlopi-
dine 2, and cilostazol 2) in 45 (3.5%), whereas 594 patients
(45.9%) received no medication. Among these 594 patients
without medication, 591 patients (99.5%) received mechan-
ical thromboprophylaxis (elastic stocking 36.5%, foot pump
15.0%, and elastic stocking plus foot pump 48.0%). These
devices were initiated post-operatively, and the same type
of elastic stockings were used in both patients receiving
TKA and THA. Among patients undergoing THA, 261
(30.1%) were treated with fondaparinux, 148 (17.1%)
with enoxaparin, 32 with UFH (3.7%) anti-platelet agents
(others: aspirin 42 and cilostazol 2) in 44 (5.1%), and 383
(44.1%) with no medication. Among 383 patients without
medication, 381 patients (99.5%) received mechanical
thromboprophylaxis (elastic stocking 40.2%, foot pump
7.8%, and elastic stocking plus foot pump 51.4%). Patients
weighing less than 50 kg and at least 50 kg received once-
daily subcutaneous injection of 1.5 and 2.5 mg fondapari-
nux, respectively, or twice-daily subcutaneous injections
of 2,000 international units (IU) of enoxaparin sodium
(Clexane, Sanofi, Paris, France). Fondaparinux was initi-
ated after 24 hours from wound closure, and enoxaparin
after 24 to 36 hours. UFH was initiated after 6 to 12 hours
from wound closure. The mean doses (lengths) of throm-
boprophylaxis with fondaparinux, enoxaparin, and UFH
were 1.7 ± 0.5 mg (10.2 ± 7.2 days), 2,854 ± 992 IU (8.1 ±
4.4 days), and 13,911 ± 101 units (5.8 ± 5.8 days), re-
spectively, in patients undergoing TKA and 1.8 ± 0.5 mg
(9.5 ± 4.0 days), 3,635 ± 775 IU (8.4 ± 3.9 days), and
10,133 ± 2,162 units (5.1 ± 3.0 days), respectively, in
patients undergoing THA. Treatment with anti-platelet
agents before the day of surgery was considered a conti-
nuation of thromboprophylaxis, and these patients were
excluded (inadequate medical treatment).

Incidence of VTE and major bleeding
No mortality was confirmed in this study. Three events of
cardiovascular disease (cerebral infarction) were observed
during the follow-up periods (up to POD28).
The incidence of the composite of symptomatic and

non-symptomatic DVT differed in patients undergoing
TKA and THA. The overall rate of DVT through POD10
in patients undergoing TKA (Table 2) was 24.3% (314
patients), and symptomatic DVT occurred in 12 patients
(0.9%). PEs were confirmed in one patient treated with
fondaparinux (day 7) and in one patient with no medi-
cation (day 13). In patients undergoing THA (Table 3),
the overall rate of DVT up to POD10 was 12.6% (109 pa-
tients), and symptomatic DVT occurred in two patients
(0.2%) and none experienced PE. Symptomatic DVT over
the POD10 and within POD28 was found in two patients
undergoing TKA and one patient undergoing THA.
DVT rates varied among patients receiving different pat-

terns of pharmacologic thromboprophylaxis. The overall
rates of DVT up to POD10 in patients undergoing TKA
were 16.7% with fondaparinux, 26.5% with enoxaparin,
33.3% with UFH, 26.7% with other medications, and
26.6% with no medication (Table 2). The overall rates of
DVT up to POD10 in patients undergoing THA were



Table 1 Baseline and other characteristics of the study
patients

TKA (n = 1,294) THA (n = 868)

Gender, male/female 221/1,073 128/740

Age, years

Mean ± SD 73.9 ± 8.0 66.7 ± 10.5

Range 34-93 23-94

Weight, kg

Mean ± SD 57.8 ± 10.6 54.8 ± 11.4

Body mass index, kg/m2

Mean ± SD 25.4 ± 3.9 23.6 ± 4.2

Range 14.5-44.0 14.2-56.4

History of venous thrombolism, n (%) 16 (1.2%) 5 (0.6%)

Comorbidities, n (%)

Hypertension 706 (54.6%) 307 (35.4%)

Ischemic heart disease 75 (5.8%) 40 (4.6%)

Diabetes 194 (15.0%) 69 (7.9%)

Cerebrovascular disease 63 (4.9%) 24 (2.8%)

Operation time, minutes

Mean ± SD 127 ± 37.2 123.3 ± 43.0

Range 42-400 35-332

Type of anesthesia, n (%)

General 366 (28.3%) 280 (32.3%)

Epidural 56 (4.3%) 31 (3.6%)

Spinal 337 (26.0%) 88 (10.1%)

General + epidural 535 (41.3%) 469 (54.0%)

Primary diseases, n (%)

Rheumatoid arthritis 204 (15.8%) 52 (6.0%)

Osteoarthritis 1,084 (83.8%) 751 (86.5%)

Others 6 (0.5%) 65 (7.5%)

Use of elastic stocking, n (%) 1,095 (84.6%) 792 (91.2%)

Use of foot pump, n (%) 939 (72.6%) 669 (77.1%)

Use of tourniquet, n (%) 1,244 (96.1%) -

Use of cement, n (%) 1,208 (93.4%) 183 (21.1%)

Prophylaxis

Unfractionated heparin, n (%) 72 (5.6%) 32 (3.7%)

Enoxaparin, n (%) 223 (17.2%) 148 (17.1%)

Fondaparinux, n (%) 360 (27.8%) 261 (30.1%)

Others, n (%) 45 (3.5%) 44 (5.1%)

No medication, n (%) 594 (45.9%) 383 (44.1%)

Laboratory data

Serum albumin, g/dL

Mean ± SD 4.1 ± 0.4 4.1 ± 0.4

Hemoglobin, g/dL

Mean ± SD 12.4 ± 1.6 12.1 ± 1.5

Platelet count, 104/μL

Table 1 Baseline and other characteristics of the study
patients (Continued)

Mean ± SD 24.5 ± 14.3 26.4 ± 11.1

e-GFR, mL/min per 1.73 m2

Mean ± SD 73.4 ± 21.4 80.8 ± 20.1

e-GFR, estimated glomerular filtrating ratio; SD, standard deviation; THA, total
hip arthroplasty; TKA, total knee arthroplasty.
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6.5% with fondaparinux, 11.5% with enoxaparin, 15.6%
with UFH, 18.2% with other medications, and 16.2% with
no medication (Table 3). Safety analysis showed that the
incidences of major bleeding up to POD28 in patients
undergoing TKA and THA were 1.2% (n = 15) and 2.3%
(n = 20), respectively. Major or minor bleeding occurred at
early periods postoperatively in both patients receiving
TKA (major 2.7 ± 3.5 days, minor 5.0 ± 2.7 days) and
THA (major 2.6 ± 2.9 days, minor 5.6 ± 3.0 days). Major
bleeding was also confirmed in patients without pharmaco-
logic thromboprophylaxis (TKA 5 patients 33.3%, THA 7
patients 35.0%). No fatal bleeding was observed (Table 4).

Risk factors for postoperative DVT
Univariate analysis isolated several variables which are
significantly different between patients with or without the
primary effectiveness outcomes (Tables 5 and 6). Multi-
variate analyses were performed to identify independent
predictors of the primary effectiveness outcomes (Tables 5
and 6). Increased VTE rates were significantly associated
with female gender and the use of foot pumps in patients
undergoing TKA (Table 7) and with female gender and
older age in patients undergoing THA (Table 8). The
use of general anesthesia was significantly associated
with reduced risks of VTE in both groups. Among phar-
macological prophylaxis, only prophylaxis with fondapari-
nux was significantly associated with reduced risks of
VTE in both groups.

Effectiveness and safety of fondaparinux versus
enoxaparin in propensity score-matched analysis
To date, no randomized controlled trial has directly com-
pared fondaparinux and enoxaparin for thromboprophy-
laxis in Japanese patients. We therefore used propensity
score matching to adjust for differences in baseline risks
to patients treated with these agents. We matched equal
numbers of patients receiving fondaparinux and eno-
xaparin, with no significant between group differences,
except for the rates of general anesthesia (TKA), the use
of foot pump (TKA), and serum albumin concentrations
(TKA and THA), in baseline characteristics (Tables 9
and 10). Tables 11 and 12 show the overall rates of DVT
and major bleeding in the propensity score-matched pa-
tients undergoing TKA (Table 11) and THA (Table 12).
The incidence of any DVT up to POD10 was lower with
fondaparinux than with enoxaparin, both in patients



Table 2 Incidences of primary effectiveness outcomes in patients receiving TKA

Fondaparinux Enoxaparin UFH Others Medication (−) Total

n = 360 (%) n = 223 (%) n = 72 (%) n = 45 (%) n = 594 (%) n = 1,294 (%)

All venous thromboembolism 61 (16.9) 59 (26.5) 24 (33.3) 12 (26.7) 158 (26.6) 314 (24.3)

Any DVT (up to POD10 ) 60 (16.7) 59 (26.5) 24 (33.3) 12 (26.7) 158 (26.6) 314 (24.3)

Symptomatic DVT 2 (0.6) 3 (1.3) 0 1 (2.2) 6 (1.0) 12 (0.9)

Distal 1 (0.3) 2 (0.9) 0 1 (2.2) 4 (0.7) 8 (0.6)

Proximal 1 (0.3) 1 (0.4) 0 0 2 (0.3) 4 (0.3)

Non-symptomatic DVT 59 (16.4) 56 (25.1) 24 (33.3) 11 (24.4) 152 (25.6) 302 (23.3)

Distal 51 (14.2) 52 (23.3) 21 (29.2) 11 (24.4) 133 (22.4) 268 (20.7)

Proximal 8 (2.2) 4 (1.8) 3 (4.2) 0 19 (3.2) 34 (2.6)

PE (up to POD28) 1 (0.3) 0 0 0 1 (0.2) 2 (0.2)

CI, confidence interval; DVT, deep vein thrombosis; PE, pulmonary embolism; POD, post-operative day; TKA, total knee arthroplasty; UFH, unfractionated heparin.

Migita et al. Arthritis Research & Therapy 2014, 16:R154 Page 6 of 12
http://arthritis-research.com/content/16/4/R154
undergoing TKA (13.6% versus 26.2%) and THA (5.6%
versus 11.1%). However, the rate of major bleeding events
was higher in fondaparinux- than in enoxaparin-treated
patients in both groups.

Discussion
Patients undergoing joint replacement surgery require
effective thromboprophylaxis with both pharmaceutical
agents and mechanical methods [3,4]. Despite these
measures, however, approximately 10% to 15% of patients
experience subclinical DVT after surgery, and 0.5% to
2.0% have symptomatic VTE during the first 3 months
after surgery [18,19]. Thromboprophylactic agents appro-
ved in Japan include enoxaparin, fondaparinux [11,12],
and the oral factor Xa inhibitor edoxaban, which was
approved after the start of this study [20], all of which are
clinically used in real-world settings [21]. Translating the
efficacy and safety of an agent from a clinical trial to real-
world practice is often challenging because participants in
trials are usually younger and have less medically complex
illnesses. Because the risks of both thrombosis and
hemorrhage increase substantially with age and with the
Table 3 Incidences of primary effectiveness outcomes in patie

Fondaparinux Enoxaparin

n = 261 (%) n = 148 (%)

All venous thromboembolism 17 (6.5) 17 (11.5)

Any DVT (up to POD10 ) 17 (6.5) 17 (11.5)

Symptomatic DVT 0 1 (0.7)

Distal 0 1 (0.7)

Proximal 0 0

Non-symptomatic DVT 17 (6.5) 16 (10.8)

Distal 15 (5.7) 13 (8.8)

Proximal 2 (0.8) 3 (2.0)

PE (up to POD28) 0 0

CI, confidence interval; DVT, deep vein thrombosis; PE, pulmonary embolism; POD,
burden of chronic diseases, the effectiveness of newly
approved agents in real-world settings should be carefully
monitored, particularly among older patients [22].
We have assessed the rates of symptomatic/non-symp-

tomatic VTEs and bleeding in a real-world setting of
patients undergoing TKA and THA while receiving vari-
ous thromboprophylactic regimens. We found that the
overall rates of asymptomatic and symptomatic DVT up
to POD10 and PE up to POD28 were 23.3%, 0.9%, and
0.2%, respectively, in patients undergoing TKA and 12.3%,
0.2%, and 0%, respectively, in patients undergoing THA.
Pharmacological prophylaxis was administered to 54%
of patients undergoing TKA and 56% undergoing THA.
However, multivariate analysis showed that treatment
with fondaparinux, but not enoxaparin, reduced VTE
(up to POD10). In addition, multivariate analysis showed
that risk factors for postoperative VTE included older age
(more than 75 years) and female gender, both of which
were previously shown to be risk factors for VTEs [23].
We also found that intermittent plantar compression (foot
pumps) was an independent risk factor for VTE in pa-
tients undergoing TKA, a finding not previously shown.
nts receiving THA

UFH Others Medication (−) Total

n = 32 (%) n = 44 (%) n = 383 (%) n = 868 (%)

5 (15.6) 8 (18.2) 62 (16.2) 109 (12.6)

5 (15.6) 8 (18.2) 62 (16.2) 109 (12.6)

0 0 1 (0.3) 2 (0.2)

0 0 1 (0.3) 2 (0.2)

0 0 0 0

5 (15.6) 8 (18.2) 61 (15.9) 107 (12.3)

3 (9.4) 8 (18.2) 51 (13.3) 90 (10.4)

2 (6.3) 0 10 (2.6) 17 (2.0)

0 0 0 0

post-operative day; THA, total hip arthroplasty; UFH, unfractionated heparin.



Table 4 Incidences of bleeding in patients receiving joint replacement

TKA THA

n = 1,294 (%) n = 868 (%)

All bleeding events, n (%) 46/1,294 (3.6) 31/868 (3.6)

Major bleeding 15/1,294 (1.2) 20/868 (2.3)

Bleeding in critical organ 1/1,294 (0.1) 0/868 (0)

Bleeding leading to reoperation 0/1,294 (0) 0/868 (0)

Bleeding requiring of ≧1 unit of transfusion 14/1,294 (1.1) 20/868 (2.3)

Bleeding contributing to death 0/1,294 (0) 0/868 (0)

Minor bleeding 31/1,294 (2.4) 11/868 (1.3)

THA, total hip arthroplasty; TKA, total knee arthroplasty.
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When we directly compared DVT and bleeding in the
propensity score-matched fondaparinux- and enxoparin-
treated groups, we found that, compared with enoxaparin,
fondaparinux reduced the risk of DVT but increased the
risk of major bleeding.
Adherence to treatment guidelines can vary by country

and clinical practice. A recent publication by the Global
Orthopedic Registry (GLORY) reported that only 62%
and 69% of patients undergoing THR and TKR, respect-
ively, complied with American College of Chest Physicians
guidelines [24]. In comparison, 56% and 54% of patients
in our J-PSVT registry who underwent THA and TKA,
respectively, received pharmacological thromboprophy-
laxis. A recent meta-analysis of symptomatic VTE rates
prior to hospital discharge, in patients receiving thrombo-
prophylaxis with fondaparinux, LMWH, or oral Xa inhibi-
tors for TKA and THA, found that the VTE rates in
Table 5 Baseline characteristics of patients with or
without DVT in patients receiving TKA

DVT (+) DVT (−) P value

n = 314 n = 980

Age, ≧75 years 185 (58.9%) 512 (52.2%) 0.039

Female gender 274 (87.3%) 799 (81.5%) 0.019

History of venous thrombosis 6 (1.9%) 10 (1.0%) 0.169

e-GFR, <60 mL/min per 1.73 m2 86 (27.5%) 245 (25.1%) 0.392

Body mass index, ≧30 kg/m2 31 (9.9%) 118 (12.1%) 0.287

General anesthesia 199 (63.4%) 702 (71.6%) 0.006

Use of tourniquet 308 (98.1%) 936 (95.5%) 0.039

Operation time, ≧120 minutes 167 (53.2%) 562 (57.3%) 0.196

Use of foot pump 241 (76.8%) 698 (71.2%) 0.056

Use of elastic stocking 267 (85.0%) 828 (84.5%) 0.817

Medications

Unfractionated heparin 24 (7.6%) 48 (4.9%) 0.065

Enoxaparin 59 (18.8%) 164 (16.7%) 0.401

Fondaparinux 61 (19.4%) 299 (30.5%) <0.0001

Others 12 (3.8%) 33 (3.4%) 0.702

CI, confidence interval; DVT, deep vein thrombosis; e-GFR, estimated glomerular
filtrating ratio; PE, pulmonary embolism; TKA, total knee arthroplasty.
patients undergoing TKA and THA were 1.09% and
0.53%, respectively [25]. We found that the rates of overall
and symptomatic DVT were lower in patients undergoing
TKA (24.3% and 0.9%, respectively) and in patients under-
going THA (12.6% and 0.2%, respectively). Interpretation
of DVT rate in patients who underwent orthopedic
surgery may be affected by differences in time frames,
methods of diagnosing DVT, and thromboprophylaxis
protocol. Additionally, risk factors for VTE in Asian
patients may not be different from those of Western pa-
tients through the genetic backgrounds. Deficiencies of
the natural anti-coagulants (protein C, protein S, and anti-
thrombin) are the predominant thrombophilias in Asia,
whereas factor V Leiden and prothrombin G20210A gene
mutation are rarely reported [26].
We found that intermittent plantar compression (foot

pumps) was an independent risk factor for VTE in pa-
tients undergoing TKA, a result not previously reported.
Mechanical prophylaxis, both pneumatic compression
Table 6 Baseline characteristics of patients with or
without DVT in patients receiving THA

DVT(+) DVT(−) P value

n = 109 n = 759

Age, ≧75 years 43 (39.4%) 189 (24.9%) 0.001

Female gender 102 (93.6%) 638 (84.1%) 0.009

e-GFR, <60 mL/min per 1.73 m2 17 (15.6%) 102 (13.5%) 0.547

Body mass index, ≧30 kg/m2 7 (6.4%) 49 (6.5%) 0.981

General anesthesia 83 (76.1%) 666 (87.7%) 0.001

Operation time, ≧120 minutes 42 (38.5%) 353 (46.5%) 0.118

Use of foot pump 83 (76.1%) 586 (77.2%) 0.806

Use of elastic stocking 95 (87.2%) 697 (91.8%) 0.106

Medications

Unfractionated heparin 5 (4.6%) 27 (3.6%) 0.374

Enoxaparin 17 (15.6%) 131 (17.3%) 0.666

Fondaparinux 17 (15.6%) 244 (32.1%) <0.0001

Others 8 (7.3%) 36 (4.7%) 0.248

CI, confidence interval; DVT, deep vein thrombosis; e-GFR, estimated glomerular
filtrating ratio; PE, pulmonary embolism; THA, total hip arthroplasty.



Table 7 Multivariate logistic regression for the composite
effectiveness outcomes (symptomatic/non-symptomatic DVT
up to POD10 and PE up to POD28) in patients receiving TKA

Predictors Odds ratio 95% CI P value

Age, ≧75 years 1.30 0.99-1.71 0.060

Female gender 1.58 1.08-2.31 0.018

History of venous thrombosis 1.11 0.36-3.46 0.846

e-GFR, <60 mL/min per 1.73 m2 1.05 0.77-1.42 0.768

Body mass index, ≧30 kg/m2 0.90 0.58-1.38 0.626

General anesthesia 0.60 0.45-0.80 0.001

Use of tourniquet 2.31 0.95-5.59 0.065

Operation time, ≧120 minutes 0.91 0.69-1.21 0.504

Use of foot pump 1.60 1.15-2.21 0.005

Use of elastic stocking 1.28 0.85-1.94 0.234

Medications

Unfractionated heparin 1.61 0.92-2.79 0.093

Enoxaparin 1.01 0.71-1.45 0.961

Fondaparinux 0.51 0.36-0.72 0.000

Others 1.00 0.49-2.02 0.992

CI, confidence interval; DVT, deep vein thrombosis; e-GFR, estimated glomerular
filtrating ratio; PE, pulmonary embolism; TKA, total knee arthroplasty.

Table 9 Baseline and other characteristics of the
propensity score-matched patients receiving fondaparinux
or enoxaparin (TKA)

Fondaparinux Enoxaparin P value

n = 204 n = 204

Gender, male/female 30/174 26/178 0.565

Age, years

Mean ± SD 73.6 ± 7.6 73.2 ± 7.7 0.734

Range 34-87 45-89

Body mass index, kg/m2

Mean ± SD 25.4 ± 4.0 25.5 ± 4.0 0.729

History of venous thrombosis,
n (%)

3 (1.5%) 2 (1.0%) 0.500

Comorbidities, n (%)

Hypertension 113 (55.4%) 98 (48.0%) 0.137

Ischemic heart disease 9 (4.4%) 11 (5.4%) 0.647

Diabetes 29 (14.2%) 27 (13.2%) 0.774

Cerebrovascular disease 11 (5.4%) 7 (3.4%) 0.335

Operation time, minutes

Mean ± SD 131.4 ± 41.7 130.2 ± 46.7 0.786

Primary diseases, n (%)

Rheumatoid arthritis 41 (20.1%) 27 (13.2%) 0.063

Osteoarthritis 161 (78.9%) 176 (86.3%) 0.050

Others 2 (1.0%) 1 (0.5%) 0.500

General anesthesia 175 (85.8%) 150 (73.5%) 0.002

Use of elastic stocking, n (%) 195 (95.6%) 184 (90.2%) 0.034

Use of foot pump, n (%) 184 (90.2%) 156 (76.5%) <0.0001

Use of tourniquet, n (%) 187 (91.7%) 193 (94.6%) 0.240
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and intermittent plantar compression (foot pump), has
been studied in patients undergoing TKA [27]. Despite
showing that mechanical prophylaxis significantly reduced
thrombus formation, these studies were low-powered
[28,29], indicating the need for large multicenter random-
ized trials to determine the efficacy of these devices. No
consensus has yet been reached on the anesthetic technique
optimal for thromboprophylaxis in patients undergoing
Table 8 Multivariate logistic regression for the composite
effectiveness outcomes (symptomatic/non-symptomatic DVT
up to POD10 and PE up to POD28) in patients receiving THA

Predictors Odds ratio 95% CI P value

Age, ≧75 years 1.82 1.15-2.87 0.011

Female gender 2.31 1.03-5.18 0.041

e-GFR, <60 mL/min per 1.73 m2 0.81 0.44-1.50 0.502

Body mass index, ≧30 kg/m2 0.89 0.36-2.20 0.803

General anesthesia 0.41 0.23-0.71 0.002

Operation time, ≧120 minutes 0.79 0.50-1.23 0.293

Use of foot pump 1.08 0.59-1.96 0.808

Use of elastic stocking 0.51 0.26-1.01 0.052

Medications

Unfractionated heparin 1.27 0.44-3.61 0.658

Enoxaparin 0.84 0.44-1.57 0.577

Fondaparinux 0.36 0.20-0.66 0.001

Others 1.36 0.55-3.36 0.502

CI, confidence interval; DVT, deep vein thrombosis; e-GFR, estimated glomerular
filtrating ratio; PE, pulmonary embolism; THA, total hip arthroplasty.

Use of cement, n (%) 198 (97.1%) 198 (97.1%) 1.000

e-GFR, mL/min per 1.73 m2

Mean ± SD 74.7 ± 22.1 74.2 ± 19.4 0.961

Range 24.1-158.7 30.9-147.5

Serum albumin, g/dL

Mean ± SD 4.0 ± 0.5 4.1 ± 0.4 0.041

Range 2.3-5.0 2.8-4.9

Platelet count, 104/μL

Mean ± SD 24.8 ± 6.9 24.9 ± 7.2 0.913

Kruskal-Wallis rank test were performed on the means of continuous variables. For
categorical variables, chi-squared tests were used. e-GFR, estimated glomerular
filtrating ratio; SD, standard deviation; TKA, total knee arthroplasty.
joint replacement. In contrast to previous results [30], we
found that general anesthesia was associated with a reduced
risk for VTE. Studies comparing the incidence of DVT
in patients undergoing general and epidural anesthesia
have yielded contradictory results [31,32]. Moreover,
since about half of our patients received both general
and local anesthesia, further studies are needed.
Although clinical trials have compared the efficacy and

safety of fondaparinux and enoxaparin for preventing



Table 10 Baseline and other characteristics of the
propensity score-matched patients receiving fondaparinux
or enoxaparin (THA)

Fondaparinux Enoxaparin P value

n = 144 n = 144

Gender, male/female 20/124 23/121 0.620

Age, years

Mean ± SD 67.3 ± 10.0 68.0 ± 8.8 0.707

Range 40-87 44-86

Body mass index, kg/m2

Mean ± SD 23.4 ± 3.8 23.8 ± 3.6 0.386

History of venous thrombosis,
n (%)

- -

malignant tumor 5 (3.5%) 0 0.030

Comorbidities, n (%)

Hypertension 59 (41.0%) 54 (37.5%) 0.546

Ischemic heart disease 7 (4.9%) 6 (4.2%) 0.777

Diabetes 11 (7.6%) 10 (6.9%) 0.821

Cerebrovascular disease 4 (2.8%) 3 (2.1%) 0.702

Operation time, minutes

Mean ± SD 124.6 ± 38.7 125.6 ± 47.3 0.931

Primary diseases, n (%)

Rheumatoid arthritis 9 (6.3%) 5 (3.5%) 0.273

Osteoarthritis 129 (89.6%) 129 (89.6%) 1.000

Others 6 (4.2%) 10 (6.9%) 0.303

General anesthesia 141 (97.9%) 141 (97.9%) 1.000

Use of elastic stocking, n (%) 131 (91.0%) 133 (92.4%) 0.670

Use of foot pump, n (%) 138 (95.8%) 137 (95.1%) 0.777

Use of cement, n (%) 23 (16.0%) 24 (16.7%) 0.873

e-GFR, mL/min per 1.73 m2

Mean ± SD 81.9 ± 20.0 78.6 ± 16.8 0.220

Range 29.0-139.0 37.7-128.9

Serum albumin, g/dL

Mean ± SD 4.0 ± 0.5 4.1 ± 0.4 0.001

Range 2.4-5.0 2.6-5.1

Platelet count, 104/μL

Mean ± SD 27.7 ± 7.6 26.0 ± 7.7 0.048

Kruskal-Wallis rank test were performed on the means of continuous variables.
For categorical variables, chi-squared tests were used. e-GFR, estimated
glomerular filtrating ratio; SD, standard deviation; THA, total hip arthroplasty.

Table 11 Incidences of any DVT (up to POD10) and major
bleeding (up to POD28) in propensity-matched
fondaparinux- or enoxaparin-treated groups (TKA)

Events Fondaparinux Enoxaparin Risk ratio
(95% CI)

P value

n = 204 n = 204

DVT 28/204 (13.6%) 54/204 (26.2%) 0.70 (0.58-0.85) 0.002

Major
bleeding

7/204 (3.4%) 1/204 (0.5%) 4.18 (0.67-26.20) 0.062

CI, confidence interval; DVT, deep vein thrombosis; POD, postoperative day;
TKA, total knee arthroplasty.

Table 12 Incidences of any DVT (up to POD10) and major
bleeding (up to POD28) in propensity-matched
fondaparinux- or enoxaparin-treated groups (THA)

Events Fondaparinux Enoxaparin Risk ratio
(95% CI)

P
valuen = 144 n = 144

DVT 8/144 (5.6%) 16/144 (11.1%) 0.73 (0.53-0.99) 0.134

Major bleeding 7/144 (4.9%) 0/144 (0%) - 0.022

CI, confidence interval; DVT, deep vein thrombosis; POD, postoperative day;
THA, total hip arthroplasty.
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VTE in patients undergoing major orthopedic surgery of
the lower limbs [33-36], these two agents were never
compared directly in Japanese patients. When we com-
pared their effectiveness in a propensity score-matched
population, we found that fondaparinux significantly re-
duced the incidence of ultrasound-proven DVT compared
with enoxaparin. In contrast, major bleeding, leading to a
requirement for transfusion of at least one unit of blood
or occurring in a critical organ, occurred more frequently
in the fondaparinux- than in the enoxaparin-treated
group. A meta-analysis of four randomized double-blind
trials comparing fondaparinux with enoxaparin found that
2.5 mg/day fondaparinux was superior to approved enoxa-
parin regimens in preventing VTE [37]. Furthermore, the
overall incidence of clinical-relevant bleeding did not
differ between the two groups, and the benefit of fon-
daparinux was consistent across all studies. In one trial,
however, the rates of major bleeding were significantly
higher with fondaparinux than with enoxaparin [36]. The
lack of consistency in defining “bleeding” in these studies,
including ours, creates difficulties in interpreting the
true benefit-harm balance. Pharmacological prophylaxis in
patients undergoing major orthopedic surgery is of con-
cern because of the increased risk of bleeding. Several
previous studies have found an interaction between dose
of fondaparinux and risk of major bleeding [38,39]. Over-
all, clinicians must make trade-offs between the benefits
of reducing thrombosis and adverse effects, including
bleeding, when using fondaparinux in Japanese patients.
Some methodological aspects and possible limitations

of this study require comment. First, because of the non-
interventional, open-label study design and limitations
inherent to observational studies, the estimated risks were
not unbiased. Owing to a lack of randomization, observa-
tional studies are confounded by indication. Although our
study cohort was large and the study population was
adjusted for a large number of confounding covariates, we
could not adjust for all confounders. Thus, this obser-
vational study was not the equivalent of a randomized
control trial. Second, indications for thromboprophylaxis
varied widely among physicians and within hospitals,
introducing an inherent selection bias. The incorporation
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of DVT into the composite primary efficacy end point of
this study may be questionable [9]. However, DVT, both
symptomatic and non-symptomatic, has been linked with
symptomatic or fatal PE [40]. Venography is generally
accepted as the gold standard in detecting DVT. A recent
systematic review suggested that ultrasound is accurate
for the postoperative diagnosis of DVT in asymptomatic
orthopedic patients [13]. Additionally, the use of blinded
investigators and independent adjudication may reduce
some of the imprecision stemming from subjectivity and
variability among observers [41]. Although the risk of
VTE was shown to be extended by periods beyond the
usual periods of hospitalization [42], the duration of
pharmacological prophylaxis was relatively limited in our
study. The association between mortality and major bleed-
ing is strong in the first 30 days; however, it remains sig-
nificant up to 3 years [43]. Our study did not determine
whether in-hospital bleeding affects the long-term out-
comes. Most asymptomatic DVTs detected by using the
CUS method were distal, for which the diagnostic per-
formance of CUS is poorer than for proximal DVT [44].
However, CUS yielded much better diagnostic perform-
ance in patients with asymptomatic DVT when performed
by staff with substantial experience in ultrasonography
and when a standardized examination procedure was used
[45], as in our study. Even if the relative inaccuracy of
CUS for detecting distal DVTs was real in our study, it
would not explain the decreased incidences of DVT in
patients receiving a certain thromboprophylaxis agent,
because the same diagnostic procedure was used in
all patients, regardless of thromboprophylactic agent.
Propensity scores are estimated by using a large number
of measured pretreatment covariates in a multivariate
logistic regression model to predict exposure. Thus, pro-
pensity score-matched analysis of patients receiving fon-
daparinux and enoxaparin mimics a randomized trial.
However, unmeasured characteristics and confounders are
not completely balanced.
Our study represents the most comprehensive, hos-

pital-based cohort study to date, with the outcomes in
all enrolled patients completely followed. The partici-
pants in this study, in contrast to those in many clinical
trials, were similar demographically to the general popu-
lation undergoing joint replacement, suggesting that our
findings are applicable to the general population. The
J-PSVT has been able to recruit a large, diverse popula-
tion of patients undergoing THA or TKA and therefore
was able to identify factors affecting outcomes that may
not be apparent in clinical trials.

Conclusions
This large, prospective, multicenter analysis assessed
VTE risks and bleeding in patients undergoing joint
replacement surgery under conditions reflecting routine
“real-world” clinical practice in Japan. Our results sug-
gest that fondaparinux prophylaxis can reduce DVT but
that it is accompanied by a high risk of bleeding. These
gaps between recommendations and real-world outcomes
should be addressed by additional prospective studies or
the registry.

Abbreviations
CUS: compression ultrasonography; DVT: deep vein thrombosis;
J-PSVT: Japanese study of Prevention and Actual situation of Venous
Thromboembolism after Total Arthroplasty; LMWH: low-molecular-weight
heparin; NHO: National Hospital Organization; PE: pulmonary embolism;
POD: post-operative day; THA: total hip arthroplasty; TKA: total knee
arthroplasty; UFH: unfractionated heparin; VTE: venous thromboembolism.

Competing interests
SMi received research support and speaker honoraria from Daiichi Sankyo Co.,
Ltd (Tokyo, Japan), Mitsubishi Tanabe Pharma Corporation (Osaka, Japan), and
CSL Behring K.K. (Tokyo, Japan). The other authors declare that they have no
competing interests.

Authors’ contributions
KM, SB, and SMo participated in the design of the study, helped to analyze
the data, and helped to write the manuscript. MN and SMi participated in
the design of the study. MK helped to analyze the data. MS, HKak, YuN,
ToM, IF, YS, TTa, MY, HKan, IA, TaM, KI, SK, KS, HM, TS, YaN, and TTo helped to
collect the clinical data. All authors read and approved the final manuscript.

Acknowledgments
This study was supported by a grant from the National Hospital Organization
(multi-center clinical studies for evidenced-based medicine).

Author details
1Japanese National Hospital Organization (NHO)-EBM study group; Japanese
study of Prevention and Actual situation of Venous Thromboembolism after
Total Arthroplasty (J-PSVT), Higashigaoka 2-5-21, Meguro, Tokyo 152-8621,
Japan. 2Division of Clinical Epidemiology, NHO Tokyo Medical Center,
Higashigaoka 2-5-1, Meguro, Tokyo 152-8902, Japan. 3Department of Clinical
Cardiovascular Research, Mie University Graduate School of Medicine, Edohashi
2-174, Tsu, Mie 514-8507, Japan. 4Division of Transfusion Medicine, National
Cerebral and Cardiovascular Center, Fujishirodai 5-7-1, Suita, Osaka 565-8565,
Japan. 5Department of Anesthesiology, National Cerebral and Cardiovascular
Center, Fujishirodai 5-7-1, Suita, Osaka 565-8565, Japan. 6Department of
Orthopedic Surgery, NHO Nagasaki Medical Center, Kubara 2-1001-1, Omura
856-8652, Japan.

Received: 28 January 2014 Accepted: 27 June 2014
Published: 21 July 2014

References
1. Geerts WH, Pineo GF, Heit JA, Bergqvist D, Lassen MR, Lassen MR, Colwell

CW, Ray JG: Prevention of venous thromboembolism: the Seventh ACCP
Conference on Antithrombotic and Thrombolytic Therapy. Chest 2004,
126:338S–400S.

2. White RH, Romano PS, Zhou H, Rodrigo J, Bargar W: Incidence and time
course of thromboembolic outcomes following total hip or knee
arthroplasty. Arch Intern Med 1998, 158:1525–1531.

3. Colwell CW: The ACCP guidelines for thromboprophylaxis in total hip
and knee arthroplasty. Orthopedics 2009, 32:67–73.

4. Falck-Ytter Y, Francis CW, Johanson NA, Curley C, Dahl OE, Schulman S,
Ortel TL, Pauker SG, Colwell CW Jr, American College of Chest Physicians:
Prevention of VTE in orthopedic surgery patients: Antithrombotic
Therapy and Prevention of Thrombosis, 9th ed: American College of
Chest Physicians Evidence-Based Clinical Practice Guidelines. Chest 2012,
141:e278S–e325S.

5. MacLean S, Mulla S, Akl EA, Jankowski M, Vandvik PO, Ebrahim S, McLeod S,
Bhatnagar N, Guyatt GH, American College of Chest Physicians: Patient
values and preferences in decision making for antithrombotic therapy: a
systematic review: Antithrombotic Therapy and Prevention of



Migita et al. Arthritis Research & Therapy 2014, 16:R154 Page 11 of 12
http://arthritis-research.com/content/16/4/R154
Thrombosis, 9th ed: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines. Chest 2012, 141:e1S–e23S.

6. Eerenberg ES, van Es J, Sijpkens MK, Büller HR, Kamphuisen PW: New
anticoagulants: moving on from scientific results to clinical
implementation. Ann Med 2011, 43:606–616.

7. Baser O, Supina D, Sengupta N, Wang L: Anticoagulation Bridging Therapy
Patterns in Patients Undergoing Total Hip or Total Knee Replacement in
a US Health Plan: Real-World Observations and Implications. Am Health
Drug Benefits 2011, 4:240–248.

8. Selby R, Borah BJ, McDonald HP, Henk HJ, Crowther M, Wells PS: Impact of
thromboprophylaxis guidelines on clinical outcomes following total hip
and total knee replacement. Thromb Res 2012, 130:166–172.

9. Eikelboom JW, Karthikeyan G, Fagel N, Hirsh J: American Association of
Orthopedic Surgeons and American College of Chest Physicians
guidelines for venous thromboembolism prevention in hip and knee
arthroplasty differ: what are the implications for clinicians and patients?
Chest 2009, 135:513–520.

10. Lachiewicz PF: Comparison of ACCP and AAOS guidelines for VTE
prophylaxis after total hip and total knee arthroplasty. Orthopedics 2009,
32:74–78.

11. Fuji T, Fujita S, Ochi T: Fondaparinux prevents venous thromboembolism
after joint replacement surgery in Japanese patients. Int Orthop 2008,
32:443–451.

12. Fuji T, Ochi T, Niwa S, Fujita S: Prevention of postoperative venous
thromboembolism in Japanese patients undergoing total hip or knee
arthroplasty: two randomized, double-blind, placebo-controlled studies
with three dosage regimens of enoxaparin. J Orthop Sci 2008,
13:442–451.

13. Kory PD, Pellecchia CM, Shiloh AL, Mayo PH, DiBello C, Koenig S: Accuracy
of ultrasonography performed by critical care physicians for the
diagnosis of DVT. Chest 2011, 139:538–542.

14. Schwarz T, Schmidt B, Schellong SM: Interobserver agreement of
complete compression ultrasound for clinically suspected deep vein
thrombosis. Clin Appl Thromb Hemost 2002, 8:45–49.

15. Schellong SM: Complete compression ultrasound for the diagnosis of
venous thromboembolism. Curr Opin Pulm Med 2004, 10:350–355.

16. Schellong SM, Beyer J, Kakkar AK, Halbritter K, Eriksson BI, Turpie AG,
Misselwitz F, Kälebo P: Ultrasound screening for asymptomatic deep vein
thrombosis after major orthopaedic surgery: the VENUS study. J Thromb
Haemost 2007, 5:1431–1437.

17. Brookhart MA, Schneeweiss S, Rothman KJ, Glynn RJ, Avorn J, Stürmer T:
Variable selection for propensity score models. Am J Epidemiol 2006,
163:1149–1156.

18. Anderson FA Jr, Hirsh J, White K, Fitzgerald RH Jr, Hip and Knee Registry
Investigators: Temporal trends in prevention of venous
thromboembolism following primary total hip or knee arthroplasty
1996–2001: findings from the Hip and Knee Registry. Chest 2003,
124:349S–356S.

19. Maletis GB, Inacio MC, Reynolds S, Funahashi TT: Incidence of symptomatic
venous thromboembolism after elective knee arthroscopy. J Bone Joint
Surg Am 2012, 94:714–720.

20. Fuji T, Fujita S, Tachibana S, Kawai Y: A dose-ranging study evaluating
the oral factor Xa inhibitor edoxaban for the prevention of venous
thromboembolism in patients undergoing total knee arthroplasty.
J Thromb Haemost 2010, 8:2458–2468.

21. Nagase Y, Yasunaga H, Horiguchi H, Hashimoto H, Shoda N, Kadono Y,
Matsuda S, Nakamura K, Tanaka S: Risk factors for pulmonary embolism
and the effects of fondaparinux after total hip and knee arthroplasty: a
retrospective observational study with use of a national database in
Japan. J Bone Joint Surg Am 2011, 93:e146.

22. Xing KH, Morrison G, Lim W, Douketis J, Odueyungbo A, Crowther M: Has
the incidence of deep vein thrombosis in patients undergoing total
hip/knee arthroplasty changed over time? A systematic review of
randomized controlled trials. Thromb Res 2008, 123:24–34.

23. White RH, Henderson MC: Risk factors for venous thromboembolism after
total hip and knee replacement surgery. Curr Opin Pulm Med 2002,
8:365–371.

24. Friedman RJ, Gallus A, Gil-Garay E, FitzGerald G, Cushner F: Practice patterns
in the use of venous thromboembolism prophylaxis after total joint
arthroplasty–insights from the Multinational Global Orthopaedic Registry
(GLORY). Am J Orthop 2010, 39:14–21.
25. Januel JM, Chen G, Ruffieux C, Quan H, Douketis JD, Crowther MA, Colin C,
Ghali WA, Burnand B, IMECCHI Group: Symptomatic in-hospital deep
vein thrombosis and pulmonary embolism following hip and knee
arthroplasty among patients receiving recommended prophylaxis: a
systematic review. JAMA 2012, 307:294–303.

26. Angchaisuksiri P: Venous thromboembolism in Asia–an unrecognised and
under-treated problem? Thromb Haemost 2011, 106:585–590.

27. Pitto RP, Hamer H, Heiss-Dunlop W, Kuehle J: Mechanical prophylaxis of
deep-vein thrombosis after total hip replacement a randomised clinical
trial. J Bone Joint Surg (Br) 2004, 86:639–642.

28. Wilson NV, Das SK, Kakkar VV, Maurice HD, Smibert JG, Thomas EM, Nixon
JE: Thrombo-embolic prophylaxis in total knee replacement. Evaluation
of the A-V Impulse System. J Bone Joint Surg B 1992, 74:50–52.

29. Warwick D, Harrison J, Glew D, Mitchelmore A, Peters TJ, Donovan J:
Comparison of the use of a foot pump with the use of low-molecular-
weight heparin for the prevention of deep-vein thrombosis after total
hip replacement. A prospective, randomized trial. J Bone Joint Surg Am
1998, 80:1158–1166.

30. Parker MJ, Handoll HH, Griffiths R: Anaesthesia for hip fracture surgery in
adults. Cochrane Database Syst Rev 2004, 18, CD000521.

31. Sharrock NE, Haas SB, Hargett MJ, Urquhart B, Insall JN, Scuderi G: Effects of
epidural anesthesia on the incidence of deep-vein thrombosis after total
knee arthroplasty. J Bone Joint Surg Am 1991, 73:502–506.

32. Williams-Russo P, Sharrock NE, Haas SB, Insall J, Windsor RE, Laskin RS,
Ranawat CS, Go G, Ganz SB: Randomized trial of epidural versus general
anesthesia: outcomes after primary total knee replacement. Clin Orthop
Relat Res 1996, 331:199–208.

33. Eriksson BI, Bauer KA, Lassen MR, Turpie AG, Steering Committee of the
Pentasaccharide in Hip-Fracture Surgery Study: Fondaparinux compared
with enoxaparin for the prevention of venous thromboembolism after
hip-fracture surgery. N Engl J Med 2001, 345:1298–1304.

34. Lassen MR, Bauer KA, Eriksson BI, Turpie AG, European Pentasaccharide
Elective Surgery Study (EPHESUS) Steering Committee: Postoperative
fondaparinux versus preoperative enoxaparin for prevention of venous
thromboembolism in elective hip-replacement surgery: a randomised
double-blind comparison. Lancet 2002, 359:1715–1720.

35. Turpie AG, Bauer KA, Eriksson BI, Lassen MR, PENTATHALON 2000 Study
Steering Committee: Postoperative fondaparinux versus postoperative
enoxaparin for prevention of venous thromboembolism after elective
hip-replacement surgery: a randomised double-blind trial. Lancet 2002,
359:1721–1726.

36. Bauer KA, Eriksson BI, Lassen MR, Turpie AG, Steering Committee of the
Pentasaccharide in Major Knee Surgery Study: Fondaparinux compared
with enoxaparin for the prevention of venous thromboembolism after
elective major knee surgery. N Engl J Med 2001, 345:1305–1310.

37. Turpie AG, Bauer KA, Eriksson BI, Lassen MR: Fondaparinux vs enoxaparin
for the prevention of venous thromboembolism in major orthopedic
surgery: a meta-analysis of 4 randomized double-blind studies.
Arch Intern Med 2002, 162:1833–1840.

38. Colwell CW Jr, Kwong LM, Turpie AG, Davidson BL: Flexibility in
administration of fondaparinux for prevention of symptomatic venous
thromboembolism in orthopaedic surgery. J Arthroplasty 2006,
21:36–45.

39. Nagler M, Haslauer M, Wuillemin WA: Fondaparinux - data on efficacy and
safety in special situations. Thromb Res 2012, 129:407–417.

40. Guyatt GH, Eikelboom JW, Gould MK, Garcia DA, Crowther M, Murad MH,
Kahn SR, Falck-Ytter Y, Francis CW, Lansberg MG, Akl EA, Hirsh J, American
College of Chest Physicians: Approach to outcome measurement in the
prevention of thrombosis in surgical and medical patients: Antithrombotic
Therapy and Prevention of Thrombosis, 9th ed: American College of
Chest Physicians Evidence-Based Clinical Practice Guidelines. Chest 2012,
141:e185S–e194S.

41. Bates SM, Jaeschke R, Stevens SM, Goodacre S, Wells PS: Diagnosis of DVT:
Antithrombotic Therapy and Prevention of Thrombosis, 9th ed:
American College of Chest Physicians Evidence-Based Clinical Practice
Guidelines. Chest 2012, 141:e351S–e418S.

42. Warwick D, Friedman RJ, Agnelli G, Gil-Garay E, Johnson K, FitzGerald G,
Turibio FM: Insufficient duration of venous thromboembolism prophylaxis
after total hip or knee replacement when compared with the time course
of thromboembolic events: findings from the Global Orthopaedic Registry.
J Bone Joint Surg (Br) 2007, 89:799–807.



Migita et al. Arthritis Research & Therapy 2014, 16:R154 Page 12 of 12
http://arthritis-research.com/content/16/4/R154
43. Lopes RD, Subherwal S, Holmes DN, Thomas L, Wang TY, Rao SV,
Magnus Ohman E, Roe MT, Peterson ED, Alexander KP: The association of
in-hospital major bleeding with short-, intermediate-, and long-term
mortality among older patients with non-ST-segment elevation
myocardial infarction. Eur Heart J 2012, 33:2044–2053.

44. Kassaï B, Boissel JP, Cucherat M, Sonie S, Shah NR, Leizorovicz A: A
systematic review of the accuracy of ultrasound in the diagnosis of deep
venous thrombosis in asymptomatic patients. Thromb Haemost 2004,
91:655–666.

45. Bressollette L, Nonent M, Oger E, Garcia JF, Larroche P: Diagnostic accuracy
of compression ultrasonography for the detection of asymptomatic
deep venous thrombosis in medical patients–the TADEUS project.
Thromb Haemost 2001, 86:529–533.

doi:10.1186/ar4616
Cite this article as: Migita et al.: Venous thromboembolism after total
joint arthroplasty: results from a Japanese multicenter cohort study.
Arthritis Research & Therapy 2014 16:R154.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Introduction
	Method
	Results
	Conclusions
	Trial registration

	Introduction
	Materials and methods
	Study design
	Patient enrollment
	Outcome measures
	Data collection

	Statistical analysis

	Results
	Study populations and treatments
	Incidence of VTE and major bleeding
	Risk factors for postoperative DVT
	Effectiveness and safety of fondaparinux versus enoxaparin in propensity score-matched analysis

	Discussion
	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgments
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


