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Abstract

Guidelines recommend thromboprophylaxis for at least 10
days to prevent venous thromboembolism in patients
undergoing high-risk orthopedic surgery, such as total hip
arthroplasty (THA) or total knee arthroplasty (TKA).
Furthermore, the recently updated ACCP guidelines also
recommend extending the duration of thromboprophylaxis
for 28 to 35 days following THA or hip fracture surgery as
the risk for venous thromboembolism persists for up to 3
months after surgery. Extended-duration
thromboprophylaxis (up to 6 weeks) with low-molecular-
weight heparin is significantly more effective in preventing
venous thromboembolism in orthopedic surgery patients
than the recommended practice of at least 10 days.
Extended-duration thromboprophylaxis may require risk
stratification to identify high-risk patients. Current risk-
assessment models have limitations and are not specific to
orthopedic surgery patients; therefore, improvements may
facilitate the use of extended-duration thromboprophylaxis
in high-risk patients, thereby reducing the burden of venous
thromboembolism.
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Venous thromboembolism, including both deep vein
thrombosis (DVT) and pulmonary embolism (PE), is an
important complication of major orthopedic surgery, and is
associated with significant morbidity and mortality.! Current
data suggest that, in the absence of thromboprophylaxis,
venographically documented DVT occurs in approximately
50% of patients undergoing elective total hip arthroplasty
(THA) or total knee arthroplasty (TKA), and fatal PE may
occur in up to 1.7% of patients undergoing TKA and up to
2% of those undergoing THA (Table 1). Approximately half
of all cases of DVT after orthopedic surgery involve
proximal leg veins.'? Therefore, patients undergoing major
orthopedic surgery, such as TKA or THA, are at high risk or
very high risk of venous thromboembolism; hence, current
management guidelines recommend that
thromboprophylaxis should be used routinely in such
patients.??

Despite the existence of national and international
guidelines, thromboprophylaxis is inadequately used in
orthopedic surgery patients. In one study, only 19% of high-
risk patients in non-teaching hospitals and 44% of those in
teaching hospitals received adequate thromboprophylaxis.*
More recently, a review of the medical records of 10 US
hospitals showed that the percentage of patients receiving
appropriate thromboprophylaxis according to the American
College of Chest Physicians (ACCP 1995) guidelines was
84% for THA, 76% for TKA, and 45% for hip fracture
surgery.® The significance of such underuse of therapy is
underlined by the fact that PE remains the most common
preventable cause of death in hospitalized patients®; data
suggest that approximately 20,000-30,000 deaths could be
prevented each year in the United States alone by the use
of appropriate thromboprophylaxis.®”

A number of factors contribute to the inadequate use of
thromboprophylaxis in this patient group.®57 First, the
incidence of symptomatic thromboembolic events is
relatively low, 5%, during the perioperative period.? As a
result, some surgeons may consider DVT or PE to be rare
complications that do not warrant thromboprophylaxis.” Yet,
post-thrombotic complications generally develop over a
period of months or years after an acute venous
thrombosis, and usually are treated by vascular specialists.
Second, concern about potential bleeding complications
during anticoagulant therapy may limit the use of
thromboprophylaxis.5” However, extensive data from meta-
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analyses and controlled clinical trials have shown that this
risk is largely overestimated: the risk of clinically important
bleeding either is not increased or increased only slightly in
patients receiving prophylactic doses of low-molecular-
weight heparin, low-dose unfractionated heparin, or a
vitamin K antagonist.® Sufficient evidence exists that shows
that appropriately used thromboprophylaxis has a desirable
risk/benefit ratio and is cost-effective. Therefore,
thromboprophylaxis provides an opportunity to improve
patient outcome and reduce hospital costs.?

Improved education about the risks of venous
thromboembolism is central to overcoming clinicians’
reservations regarding the use of thromboprophylaxis and
increases the use of such therapy.5”° Despite the use of
recommended thromboprophylaxis, however, some high-
risk patients (particularly those undergoing THA or TKA)
remain at significant risk for DVT.® In a recent meta-
analysis, the 3-month incidence of nonfatal, symptomatic
venous thromboembolism and fatal PE was 3.2% and
0.1%, respectively, in patients receiving short-term
thromboprophylaxis (7-10 days) after THA or TKA."®
Accurate risk assessment therefore is necessary both to
identify high-risk patients who might benefit from prolonged
thromboprophylaxis, and to prevent the overuse of therapy
in patients at moderate or low risk, which may incur
increased bleeding risk. Risk assessment also may be
useful in the diagnosis of venous thromboembolism and in
identifying risk factors that may be used to guide decisions
about the duration of thromboprophylaxis.®

Accurate risk assessment is difficult, however. In an
individual patient, the level of risk will depend on a variety
of interacting clinical-setting-related (exposing or
procedural) and patient-related (clinical, inherited, or
acquired) risk factors, described below. Nevertheless, in
view of the substantial costs of treating venous
thromboembolism," effective risk stratification and
targeting of thromboprophylaxis to patients at a higher risk
is essential to optimize the clinical efficacy and cost-
effectiveness of thromboprophylaxis. It can be anticipated
that this process may lead to increased understanding of
specific risk factors, which, together with the emergence of
new therapeutic strategies, will necessitate the continuous
updating of existing consensus guidelines.
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TABLE 1
Incidence of Venous Thromboembolism in Major Orthopedic

Surgery Patients Not Receiving Thromboprophylaxis*?

Total DVT Proximal Total PE
Surgery (%) DVT (%) (%) Fatal PE (%)
THA 42.57 18-36 0.9-28 0.1-2.0
TKA 41-85 5-22 1.5-10 0.1-1.7

Hip fracture surgery 46-60 23-30 3-11 2.5-7.5

Abbreviations: DVT=deep vein thrombosis, PE=pulmonary embolism, THA=total hip
arthroplasty, and TKA=1otal knee arthroplasty

*Deep vein thrombosis rates are based on mandatory venography in prospective clinical
trials published since 1980 in which patients received either placebo or no prophylaxis.
Pulmonary embolism rates were derived from prospective studies that may have included
prophylaxis.

Risk of Venous Thromboembolism In Orthopedic
Patients

The overall incidence of DVT in patients undergoing THA
or TKA without thromboprophylaxis is approximately 50%,
of which approximately half are proximal deep vein thrombi,
but the incidence varies according to the surgical
procedure (Table 1). Evidence-based reviews and
consensus guidelines suggest that in the absence of
thromboprophylaxis, the incidence of total and proximal
DVT in patients undergoing TKA ranges from 40%-85%
and 5%-22%, respectively, and for patients undergoing
THA, 42%-60% and 16%-36%, respectively.'3112

The incidence of asymptomatic PE is less clear, however.?
In the aforementioned studies, the incidence of total and
fatal PE was estimated to be 1.5%-10% and 0.1%-1.7% in
patients undergoing TKA, respectively, and 0.7%-30% and
0.1%-4% in those undergoing THA, respectively.!3112
These figures are consistent with the results of a
prospective study involving >6500 patients, in which the
overall incidence of PE during a first hospitalization was
estimated to be 0.9%, with an incidence of between 0.4%
and 3% depending on the level of risk.'™ In another study,
symptomatic DVT or PE was diagnosed in 2.1% and 2.8%
of patients after primary TKA or THA, respectively.™ Even
more striking is the fact that the events were diagnosed
after hospital discharge in 47% and 76% of patients
undergoing TKA or THA, respectively.

In patients undergoing hip fracture surgery, although the
incidences of total and proximal DVT (46%-60% and
23%-30%, respectively) are comparable with those in
patients undergoing THA and TKA, the incidence of PE is
markedly higher.’31"'2 The overall incidence of PE in
patients undergoing hip fracture surgery has been
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estimated to be between 3% and 24%, while fatal PE has

been reported to be between 2.5% and 13% of patients."
3,11,12

In addition to the high risks of venous thromboembolism
associated with arthroplasty, recent data have shown that
some patients undergoing arthroscopy have a significant
risk for venous thromboembolism. In one study,
venographically confirmed DVT was present in 18% of
patients one week after knee arthroscopy.'® Routine
thromboprophylaxis is not recommended for all patients
undergoing arthroscopic surgery, but is recommended for
those with additional venous thromboembolism risk factors,
such as history of DVT or following a prolonged and
complicated procedure.?

Impact of Thromboprophylaxis on Risk of Venous
Thromboembolism

TABLE 2

Reductions in Risk of Deep Vein Thrombosis in Orthopedic
16,17

Surgery Patients Receiving Thromboprophylaxis

Relative Risk Reduction Compared With Placebo
(%)
Thromboprophylaxis THA TKA Hip Fracture Surgery
Low-dose heparin 32-45 33-44 44

Adjusted-dose heparin 74-78

Low-molecular-weight heparin 70-71 51-52 a4
Aspirin 0-26 0-13 29
Recombinant hirudin 67-70

Warfarin 59-61 23-27 48-50
Elastic stockings 23-25 5-6

Intermittent pneumatic compression 57-63 56-82

Foot impulse pump 41

Fondaparinux* 45 63 62

Abbreviations: THA=total hip arthroplasty and TKA=total knee arthroplasty.
*Odds reduction for venous thromboembolism for fondaparinux is compared with low-
molecular-weight heparin,*

Various forms of pharmacological and non-pharmacological
thromboprophylaxis have been shown to be effective in
reducing the risk of venous thromboembolism in patients
undergoing orthopedic surgery.'® In clinical trials,
thromboprophylaxis has been shown to reduce the risk of
DVT in patients undergoing THA by between 23% and
78%, with lower but significant risk reductions after TKA or
hip fracture surgery (Table 2). Similar results have been
obtained in meta-analyses.'®?' For example, in a meta-
analysis of data from approximately 11,000 patients
undergoing elective THA, the risk of DVT was reduced by
36%-64%, and that of proximal DVT by 70%-76%, in
patients receiving various forms of thromboprophylaxis. In
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patients undergoing TKA, thromboprophylaxis with low-
molecular-weight heparin has been reported to reduce the
incidence of DVT by 48%, compared with placebo.®
Thromboprophylaxis with low-molecular-weight heparin has
been shown in another meta-analysis to be significantly
more effective than warfarin or aspirin in preventing DVT in
patients undergoing TKA.?® Moreover, Dahl et al?? reported
that discontinuation of thromboprophylaxis with low-
molecular-weight heparin in patients undergoing THA one
week after surgery allowed a secondary wave of
coagulation to occur, which was absent from the group of
patients still receiving low-molecular-weight heparin.

The efficacy and safety of thromboprophylaxis using the
new anticoagulants fondaparinux and ximelagatran has
been compared with low-molecular-weight heparin in
patients undergoing major orthopedic surgery. In a meta-
analysis of four multicenter, randomized, double-blind trials
in patients undergoing elective THA, elective major knee
surgery, and hip fracture surgery, a 55.2% risk reduction of
venous thromboembolism was observed in the
fondaparinux group compared with the enoxaparin group.?®
However, bleeding complications occurred significantly
more often in the fondaparinux group. Clinical studies of
ximelagatran in major orthopedic surgery patients have
reported that, depending on the dose, duration, and timing
of administration, the incidence of venous
thromboembolism in patients undergoing THA or TKA was
7.9%-31% with ximelagatran compared with 4.6%-28.2%
with low-molecular-weight heparin.?*2¢ Although
ximelagatran was approved for short-term use in major
elective orthopedic surgery by the European Union in 2004,
the Advisory Committee to the US Food and Drug
Administration (FDA) recently rejected an application for its
use because of safety concerns regarding liver toxicity.?”2¢

Risk Factors for Thromboembolism in Orthopedic
Surgery Patients

A variety of factors related to the clinical setting and patient
influence the risk of venous thromboembolism in orthopedic
surgery patients (Table 3).6.7:9.2930

Procedural or Exposing Surgical Factors

It is well established that compared to general surgery
orthopedic surgery is associated with a higher risk of
venous thromboembolism.® This increased risk can be
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understood in terms of the so-called Virchow’s triad that
defines the mechanisms responsible for the development
of thrombosis: vessel trauma, hypercoagulability, and
stasis.®*® Damage to muscle and bone during orthopedic
surgery triggers the release of tissue factor and
plasminogen activator inhibitor, thereby initiating the
coagulation process, while endothelial damage resulting
from bone fracture exposes the subendothelium to
circulating coagulation factors, resulting in thrombogenesis.
Distortion of the femoral vein impairs venous return from
the legs, leading to stasis in the lower limbs, which is
exacerbated by prolonged immobilization.®3°

The type of anesthesia used also can influence
thromboembolic risk. In patients undergoing hip fracture
surgery, eg, the incidence of venographically documented
DVT is approximately twice as high with general anesthesia
as with subarachnoid blockade.303

TABLE

Risk Factors for Venous Thromboembolism in Orthopedic Surgery Patients*

Patient related Risk Factoes
Clinical-setting.related Risk Factors Clinical Inherited Acquired

Patient-Related or Predisposing Factors

Clinical factors that increase the risk of venous
thromboembolism include a history of previous DVT or
varicose veins, age, use of oral contraceptives, pregnancy,
and comorbidity; in particular, cancer, myocardial infarction,
and stroke are associated with a high risk of venous
thromboembolism. 330

In addition to these clinical factors, a number of congenital
or acquired molecular factors that result in a
hypercoagulable state have been identified (Table 3), and it
is estimated that 20%-30% of patients with DVT have such
conditions.” Inherited risk factors include activated protein
C resistance and deficiencies in antithrombin Ill, protein C,
and protein S. The relative impact of these factors on the
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risk of venous thromboembolism has been investigated in a
retrospective family cohort study.®? Antithrombin IIl
deficiency was associated with a higher risk of venous
thromboembolism than other congenital conditions, being
associated with a lifetime risk 4.4 times higher than that
seen with activated protein C resistance, and 2-3 times
higher than that seen with protein C or protein S deficiency.
Acquired thrombophilic conditions include lupus
anticoagulants, anticardiolipin antibodies, and
hyperhomocysteinemia.*

Thromboembolic risk factors have a cumulative effect on
the overall level of risk and, hence, patients with multiple
risk factors are at greatly increased risk.” The impact of
specific risk factors, individually and in combination, has
recently been investigated in a population-based, case-
control study in Olmsted County, Minnesota.?°Fifty-nine
percent of cases of first venous thromboembolism
occurring over a 15-year period were attributed to
hospitalization (with or without surgery) or nursing home
residence, while 74% were attributed to eight risk factors
(hospitalization or nursing home residence; malignant
disease; trauma; congestive heart failure; prior central
venous catheter or pacemaker; neurological disease with
extremity paresis; prior superficial vein thrombosis; and
varicose veins). Similarly, a case-control study in California
identified risk factors associated with symptomatic venous
thromboembolism following hospital discharge in patients
undergoing THA.®* A body mass index >25 was
significantly associated with an increased risk of venous
thromboembolism. Conversely, intermittent pneumatic
compression or warfarin use were independent predictors
of reduced risk of venous thromboembolism.

Risk-Assessment Models in Orthopedic Surgery

Risk-assessment models are designed to predict the risk of
venous thromboembolism in an individual patient, thus
facilitating informed decisions regarding therapy. Risk-
assessment models can be used to determine when
thromboprophylaxis is required (thus allowing
thromboprophylaxis to be targeted to at-risk patients), to
guide the choice of therapy, and to identify patients from
whom thromboprophylaxis can be safely withheld.** To be
clinically useful, however, risk-assessment models must
satisfy a number of criteria.®* First, the risk-assessment
model should be able to accurately identify all patients at
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risk of developing DVT if without thromboprophylaxis.
Failure to identify patients at risk of DVT, such as young
patients undergoing minor surgery who have occult risk
factors, could lead to a failure to give thromboprophylaxis
and, subsequently, to fatal PE. Second, the model should
reliably exclude patients who would be unlikely to develop
DVT in the absence of thromboprophylaxis. Third, the risk-
assessment model should predict the correct level of risk,
allowing thromboprophylaxis to be tailored to the individual
patient’s needs. Finally, it should be simple to use in
routine clinical practice, with minimal need for laboratory

investigations or complex calculations.

Incidence
Incidence of Incidence  Incidence
of Cali Provimal  of Cheical  of Fatal PE
Risk DVI(%)  DVI(%)  PE(%) %) Sexcewhl Prevention Strateges

ANy alons W oae of Ol " epv 3 r
LMWH o low-modeculer weight hepurin, PE s palwonary embolion. and VTE » venoas thrombormbodim

Current Risk-Assessment Models in Orthopedic
Surgery

Two principal approaches have been used to develop risk-
assessment models.?* The first involved the use of risk-
factor indices to assess the level of risk associated with
specific risk factors. These models, however, had a number
of limitations, including reliance on laboratory
investigations, selective inclusion of risk factors, and the
use of only small patient populations in validation and
development stages. As a result, they have not been widely
adopted in clinical practice.®*

The second approach involved the use of a wide range of
risk factors—including those associated with the clinical
setting and underlying patient characteristics—to stratify
patients into broad risk categories. A number of such risk-
assessment models have been developed and applied to
orthopedic surgery patients.236.7.35-37

The latest guidelines published by the ACCP stratify
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patients into 4 risk categories based on risk factors, which
are not specifically defined, and the clinical setting.?
According to these guidelines, the highest risks are seen in
patients undergoing THA, TKA, or hip fracture surgery,
patients with major trauma or spinal cord injury, and
patients with multiple risk factors (aged >40 years, prior
venous thromboembolism, or cancer) (Table 4). Specific
thromboprophylactic strategies are recommended for
patients at moderate risk and above. For patients at highest
risk, these include low-molecular-weight heparin,
fondaparinux, oral anticoagulants, and either intermittent
pneumatic compression or graduated compression
stockings with low-molecular-weight heparin or low-dose
unfractionated heparin.?

The guidelines of the Second Thromboembolic Risk
Factors (THRIFT-II) group categorize surgical patients as
low, medium, or high risk based on the type of surgery
(major or minor), duration of surgery (<30 minutes=""

or="" >40 years), and
a series of defined risk factors, including medical history,
clinical features, and blood tests.**Total hip or knee

>30 minutes), age (<40 years="" or=

arthroplasty are classified as both moderate- and high-risk
procedures (Tables 5 and 6). Therapy recommendations
emphasize the use of low-molecular-weight heparin, noting
that they are more effective than unfractionated heparins,
at least as effective as warfarin in THA patients, and more
effective than warfarin in TKA patients.®

Classification of Venous Thromboembolism Risk in the Thromboembolic Risk Factor Guidelines™

Incidence of Incidence of Incidence of
Risk DVI (%) Pronimal DVT (%) Fatal PE (%)

In contrast to the ACCP and THRIFT-II guidelines, in which
all surgical patients are considered as one group, the
International Consensus Statement on the prevention of
venous thromboembolism includes separate classifications
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for general surgery, gynecological surgery, obstetrics, and
medical patients, but no such classification is presented for
orthopedic patients.® However, the incidences of DVT and
fatal PE following THA or TKA in these guidelines are
comparable with those presented in the ACCP and
THRIFT-II guidelines, and, hence, these procedures are
considered to carry a moderate-to-high risk. No specific
therapy recommendations are presented.

Each of these risk-assessment models stratifies surgical
patients into broad risk categories, but does not consider
differences in the risks associated with different types of
orthopedic surgery in the individual patient.®” This limitation
has been addressed in a further model, which provides a
graphic measure of the overall risk in the individual
patient.®® This model rates the risk associated with surgery
(the exposing risk) and combines it with the risk associated
with various patient-related factors (the predisposing risk).
The overall risk of venous thromboembolism can then be
read from a plot of exposing risk against predisposing risk
(Figure). The exposing risk is rated on a scale of 1 to 3 and
takes into account the type of surgery or trauma and the
degree of immobilization. Total hip or knee arthroplasty are
considered high-risk procedures, whereas arthroscopy is
considered a moderate-risk procedure (Figure). The
predisposing risk score is calculated from the sum of the
scores for a series of individual risk factors, which range
from 0.5 to 1.5 (Figure). In contrast to other risk-
assessment models, this model identifies orthopedic
procedures and trauma as specific risk factors, and
attempts to quantify the contribution of individual patient
factors to the overall risk. It does not, however, offer
therapy recommendations, and its use is currently
restricted to orthopedic patients.

}

—_—

| \ High Risk
Moderate|Risk \
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0 ] ) }
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Score of Predisposing Risk
Risk of Venous Thromboembolism After Hospital
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Discharge

Although the need for thromboprophylaxis in orthopedic
surgery patients is widely accepted, the optimal duration of
therapy is debatable.'*3%*3 Increasing evidence suggests
that extending the duration of thromboprophylaxis beyond
the in-hospital period offers important clinical benefits.
Specifically, several case-control studies have assessed
the incidence of DVT occurring post-discharge.
Asymptomatic DVT was reported in approximately 50% of
patients.'*4 Symptoms of DVT occurred 4 to 5 weeks after
surgery for THA and TKA, and one day after knee
arthroscopy.*® Moreover, patients undergoing THA or TKA
had a higher mortality rate compared with a control
population.

Duration of Venous Thromboembolism Risk After
Orthopedic Surgery

The risk of DVT after hip surgery persists for longer than
after abdominal surgery,'® and evidence suggests that the
risk may extend for up to several months after surgery.*®
The peak incidence of clinical DVT appears to occur 5 to
10 days after THA or TKA, and hence thromboprophylaxis
normally is administered until discharge from the hospital.>®
However, among patients receiving thromboprophylaxis in
the hospital, the incidence of venographically confirmed
DVT at discharge is 15%-30%, and a further 10%-25% of
patients develop asymptomatic DVT in the 3 to 4 weeks
after discharge.**°In the recent meta-analysis by Douketis
et al,'® the overall frequency of symptomatic venous
thromboembolism within 3 months of surgery in >6000
patients who had undergone THA or TKA and who
received low-molecular-weight heparin or warfarin for 7 to
10 days was 3.2%; 1.1% occurred in patients while
receiving thromboprophylaxis in the hospital and 2.2%
occurred during approximately 80 days after patients
stopped thromboprophylaxis and left the hospital.'
Confirmed fatal PE occurred in 0.1% of patients; 0.04%
occurred in-hospital and 0.06% occurred post-discharge.
Such findings raise the question of how long
thromboprophylaxis should be continued.
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Classification of Venous Thromboembolism Risk Factors in the Thromboembolic

Risk Factor Guidelines”

Patient History Clhinical Sagyw/Eintamg ( onditsom Blood ety -

Current consensus guidelines recommend
thromboprophylaxis with low-molecular-weight heparin,
fondaparinux or a vitamin K antagonist for at least 10 days
after THA, TKA, or hip fracture surgery.?® In patients
undergoing THA or hip fracture surgery, ACCP guidelines
recommend extended-duration prophylaxis for 28 to 35
days.?

Clinical Experience With Extended-Duration
Thromboprophylaxis

Efficacy

Currently, orthopedic surgery patients may receive
extended-duration thromboprophylaxis with warfarin or with
low-molecular-weight heparin. However, issues remain
regarding the use of warfarin in this indication. Extended-
duration thromboprophylaxis with warfarin resulted in a
significant risk reduction of developing venous
thromboembolism (0.5% for warfarin versus 9.5% for the
control group).5® However, Caprini et al®! showed that
despite extended-duration thromboprophylaxis with
warfarin, almost 50% of the cases of total vein thrombosis
in their study developed after hospital discharge. This was
particularly true for patients in whom the International
Normalized Ratio (INR) was below the therapeutic range of
2.0-3.0.

Several clinical studies and meta-analyses have shown
that extended-duration thromboprophylaxis with low-
molecular-weight heparin or unfractionated heparin
significantly reduces the incidence of symptomatic DVT in
orthopedic surgery patients.#14247-4952:55|n one such
analysis, which included data from 6 randomized controlled
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trials involving approximately 2000 patients undergoing
elective THA, low-molecular-weight heparin
thromboprophylaxis for 27 to 35 days reduced the
incidence of venographically documented DVT by 59%,
and that of proximal or symptomatic DVT by 69% and 64%,
respectively, compared with in-hospital thromboprophylaxis
followed by out-of-hospital placebo.*? A further meta-
analysis investigated the impact of extended-duration
thromboprophylaxis in 3999 patients undergoing THA or
TKA.*2Extending the duration of thromboprophylaxis
resulted in a significant 62% reduction in the incidence of
symptomatic DVT. Patients undergoing THA showed
greater risk reductions than those undergoing TKA (risk
reduction 67% versus 26%, respectively), although the
reductions achieved were significant in both groups. There
also was a significant reduction of 52% in the incidence of
asymptomatic, venographically confirmed, DVT in patients
undergoing THA or TKA.

Safety

Concern over increased bleeding risks has been cited as a
reason for not using thromboprophylaxis routinely.?2 The
data from meta-analyses and individual trials, however,
show that extended-duration thromboprophylaxis with low-
molecular-weight heparin does not increase the risk of
major bleeding.3#24352 |n the analysis described earlier, the
incidence of major bleeding was 0.1% in patients receiving
extended-duration thromboprophylaxis, compared with
0.3% in placebo-treated or untreated patients.52Similarly, in
a meta-analysis by Hull et al,*? only one incidence of major
bleeding occurred in a placebo-treated patient. Extended-
duration thromboprophylaxis is associated with an
increased incidence of minor bleeding, but this is

minimal 4252

In the recently published Pentasaccharide in Hip-fracture
Surgery (PENTHIFRA)-PLUS study, patients undergoing
hip fracture surgery received either fondaparinux or
placebo for 21 days.* Extended-duration
thromboprophylaxis with fondaparinux resulted in a
significant reduction of both symptomatic venous
thromboembolism (1.4% versus 35%, respectively) and
asymptomatic venous thromboembolism (0.3% versus
2.7%, respectively).

These findings suggest that the routine use of extended-
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duration thromboprophylaxis is effective and safe.
Currently, consensus guidelines recommend the use of
extended-duration thromboprophylaxis only in patients at
high risk for venous thromboembolism.2% A recent review
recommends that extended-duration thromboprophylaxis
should be used after major orthopedic surgery in patients
with additional risk factors for venous thromboembolism
(Table 7).5” Similarly, the recently updated ACCP
guidelines recommend extending thromboprophylaxis to up
to 28-35 days following THA or hip fracture surgery.?

Factors Influencing the Use and Method of Extended Thromboprophylaxis After Major

Orthopedic Surgery”

Thromboproghy lavis
Variables hnﬂqurm\ IMWH Warlaria Asperin None
Risk factory for VIE

Previous VT Stroegly favors Strongy favors Swongly favors Weakly favors fescourages

Moderad
Modetately favors  Moderately fvors  Moderately fvors — Weakly Gvors fosd ouages

........

Cost-effectiveness

It remains to be determined whether the routine use of
extended-duration thromboprophylaxis is cost-effective,
although it seems likely that the additional costs associated
with extended therapy would be acceptable when
compared with the costs of treating postoperative venous
thromboembolism. In one study, a decision-tree analysis
technique was used to compare the costs of extended-
duration thromboprophylaxis using low-molecular-weight
heparin enoxaparin with those of warfarin in patients
undergoing elective THA.* The results showed that, when
thromboprophylaxis failure and therapy complications were
taken into account, enoxaparin maintained a cost-effective
advantage over warfarin for 19 to 31 days after discharge
from hospital; when the costs of home-care services
associated with warfarin were excluded, the duration of
cost-effectiveness of enoxaparin was 14 to 17 days. This
study suggests that extending thromboprophylaxis with
low-molecular-weight heparin for approximately 3 weeks
after hospital discharge is cost-effective.

In a second study, decision-tree analysis was used to
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model the outcomes and costs associated with restricted (2
weeks) or extended-duration (4 weeks) thromboprophylaxis
with low-molecular-weight heparin or unfractionated
heparin in patients undergoing THA.%® The overall costs
associated with extended-duration thromboprophylaxis
were lower than with restricted thromboprophylaxis, while
extended-duration low-molecular-weight heparin resulted in
an additional gain of quality-adjusted days, compared with
unfractionated heparin. These results were confirmed by
two additional cost-effectiveness analyses of post-
discharge thromboprophylaxis following THA 606
Extended-duration thromboprophylaxis with low-molecular-
weight heparin thus was found to be an economically
superior therapy over unfractionated heparin: that is, it
produced a better clinical outcome at lower overall cost.

The clinical experience with extended-duration
thromboprophylaxis in orthopedic surgery patients
suggests that this approach is effective for reducing the
incidence of venous thromboembolism and is likely to be
cost-effective. This would support the routine use of
extended-duration thromboprophylaxis in patients at risk for
venous thromboembolism. Reliable risk stratification may
be central to the effective use of extended-duration
thromboprophylaxis, to ensure that clinical benefit and cost-
effectiveness are maximized, while minimizing the risk of
bleeding complications. However, existing risk-assessment
models do not identify patients with additional risk factors,’
and more research is necessary in this area. Improved risk
stratification may make it necessary to revise the
recommendations of consensus guidelines to ensure that
thromboprophylaxis is used most effectively.®

Conclusion

Despite the availability of effective thromboprophylaxis, the
prevention of venous thromboembolism in orthopedic
surgery patients remains an important clinical problem.
Because the increased risk of venous thromboembolism
after orthopedic surgery can persist for several weeks, and
discontinuation of anticoagulation therapy can lead to a
second wave of thromboembolic complications, extended-
duration thromboprophylaxis may be required during this
period. Accurate prediction of thromboembolic risk in
orthopedic patients also should facilitate the appropriate
use of extended-duration thromboprophylaxis, thereby
reducing the burden of venous thromboembolism.
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Improved risk-assessment models therefore are required to

identify patients who will benefit from extended-duration
thromboprophylaxis.

References

http://www.healio.com/orthopedics/journals/ortho/%7B5a86f349-fbf2-42...ajor-orthopedic-surgery-what-is-the-risk-after-discharge?fulltext=1

Paiement GD, Mendelsohn C. The risk of venous
thromboembolism in the orthopedic patient:
epidemiological and physiological data. Orthopedics.
1997; 20(suppl):7-9.

Geerts WH, Pineo GF, Heit JA, et al. Prevention of
venous thromboembolism: the Seventh ACCP
Conference on Antithrombotic and Thrombolytic
Therapy. Chest. 126; 2004:338S-400S.

Nicolaides AN, Breddin HK, Fareed J, et al. Prevention
of venous thromboembolism. International Consensus

Statement. Guidelines compiled in accordance with the
scientific evidence. Int Angiol. 2001; 20:1-37.

Anderson FA Jr, Wheeler HB, Goldberg RJ, Hosmer
DW, Forcier A, Patwardhan NA. Physician practices in
the prevention of venous thromboembolism. Ann Intern
Med. 1991; 115:591-595.

Stratton MA, Anderson FA, Bussey HlI, et al. Prevention
of venous thromboembolism: adherence to the 1995
American College of Chest Physicians consensus
guidelines for surgical patients. Arch Intern Med. 2000;
160:334-340.

Arcelus JI, Caprini JA, Motykie GD, Reyna JJ. Matching
risk with treatment strategies in deep vein thrombosis
management. Blood Coagul Fibrinolysis. 1999; 10(suppl
2):8S37-S43.

Arcelus JI, Caprini JA, Reyna JJ. Finding the right fit:
effective thrombosis risk stratification in orthopedic
patients. Orthopedics. 2000; 23(6 suppl):s633-s638.

Anderson FA Jr, Spencer FA. Risk factors for venous
thromboembolism. Circulation. 2003; 107(23 suppl
1):19-116.

Caprini JA, Arcelus JI, Reyna JJ. Effective risk
stratification of surgical and nonsurgical patients for
venous thromboembolic disease. Semin Hematol. 2001;
38(2 suppl 5):12-19.

Douketis JD, Eikelboom JW, Quinlan DJ, Willan AR,
Crowther MA. Short-duration prophylaxis against
venous thromboembolism after total hip or knee
replacement: a meta-analysis of prospective studies
investigating symptomatic outcomes. Arch Intern Med.
2002; 162:1465-1471.

Edelsberg J, Ollendorf D, Oster G. Venous
thromboembolism following major orthopedic surgery:
review of epidemiology and economics. Am J Health
Syst Pharm. 2001; 58(suppl 2):S4-S13.

Gillespie W, Murray D, Gregg PJ, Warwick D. Risks and
benefits of prophylaxis against venous
thromboembolism in orthopaedic surgery. J Bone Joint
Surg Br. 2000; 82:475-479.

Sigel B, Justin JR, Gibson RJ, et al. Risk assessment of
pulmonary embolism by multivariate analysis. Arch

1/2/14 1:58 PM

Page 17 of 22



Venous Thromboembolism Following Major Orthopedic Surgery: What is the Risk After Discharge? | Orthopedics 1/2/14 1:58 PM

Surg. 1979; 114:188-192.

¢ 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.

e Demers C, Marcoux S, Ginsberg JS, Laroche F,
Cloutier R, Poulin J. Incidence of venographically
proved deep vein thrombosis after knee arthroscopy.
Arch Intern Med. 1998; 158:47-50.

e Gallus AS. Applying risk assessment models in
orthopaedic surgery: overview of our clinical
experience. Blood Coagul Fibrinolysis. 1999; 10(suppl
2):S53-S61.

e Geerts WH, Heit JA, Clagett GP, et al. Prevention of
venous thromboembolism. Chest. 119 (1 suppl);
2001:132S-1758.

¢ Freedman KB, Brookenthal KR, Fitzgerald RH Jr,
Williams S, Lonner JH. A meta-analysis of
thromboembolic prophylaxis following elective total hip
arthroplasty. J Bone Joint Surg Am. 2000; 82:929-938.

¢ Brookenthal KR, Freedman KB, Lotke PA, Fitzgerald
RH, Lonner JH. A meta-analysis of thromboembolic
prophylaxis in total knee arthroplasty. J Arthroplasty.
2001; 16:293-300.

e \Westrich GH, Haas SB, Mosca P, Peterson M. Meta-
analysis of thromboembolic prophylaxis after total knee
arthroplasty. J Bone Joint Surg Br. 2000; 82:795-800.

e Zufferey P, Laporte S, Quenet S, et al. Optimal low-
molecular-weight heparin regimen in major orthopaedic
surgery. A meta-analysis of randomised trials. Thromb
Haemost. 2003; 90:654-661.

e Dahl OE, Aspelin T, Arnesen H, et al. Increased
activation of coagulation and formation of late deep
venous thrombosis following discontinuation of
thromboprophylaxis after hip replacement surgery.
Thromb Res. 1995; 80:299-306.

e 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.

¢ Eriksson Bl, Agnelli G, Cohen AT, et al. The direct
thrombin inhibitor melagatran followed by oral
ximelagatran compared with enoxaparin for the
prevention of venous thromboembolism after total hip or
knee replacement: the EXPRESS study. J Thromb
Haemost. 2003; 1:2490-2496.

e Colwell CW Jr, Berkowitz SD, Davidson BL, et al.
Comparison of ximelagatran, an oral direct thrombin
inhibitor, with enoxaparin for the prevention of venous
thromboembolism following total hip replacement. A
randomized, double-blind study. J Thromb Haemost.
2003; 1:2119-2130.

¢ Eriksson BI. Clinical experience of
melagatran/ximelagatran in major orthopaedic surgery.
Thromb Res. 2003; 109(suppl 1):S23-S29.

¢ |[s thatit, then, for blockbuster drugs? Lancet. 2004;
364:1100.

http://www.healio.com/orthopedics/journals/ortho/%7B5a86f349-fbf2-42...ajor-orthopedic-surgery-what-is-the-risk-after-discharge?fulltext=1 Page 18 of 22



Venous Thromboembolism Following Major Orthopedic Surgery: What is the Risk After Discharge? | Orthopedics

http://www.healio.com/orthopedics/journals/ortho/%7B5a86f349-fbf2-42...ajor-orthopedic-surgery-what-is-the-risk-after-discharge?fulltext=1

FDA website:

. Site
accessed on December 14, 2004.

Heit JA, O’Fallon WM, Petterson TM, et al. Relative
impact of risk factors for deep vein thrombosis and
pulmonary embolism: a population-based study. Arch
Intern Med. 2002; 162:1245-1248.

Kahn SR. The clinical diagnosis of deep vein
thrombosis: integrating incidence, risk factors, and
symptoms and signs. Arch Intern Med. 1998; 158:2315-
2323.

McKenzie PJ, Wishart HY, Gray |, Smith G. Effects of
anaesthetic technique on deep vein thrombosis. A
comparison of subarachnoid and general anaesthesia.
Br J Anaesth. 1985; 57:853-857.

Bucciarelli P, Rosendaal FR, Tripodi A, et al. Risk of
venous thromboembolism and clinical manifestations in
carriers of antithrombin, protein C, protein S deficiency,
or activated protein C resistance: a multicenter
collaborative family study. Arterioscler Throm Vasc Biol.
1999; 19:1026-1033.

White RH, Gettner S, Newman JM, Trauner KB,
Romano PS. Predictors of rehospitalization for
symptomatic venous thromboembolism after total hip
arthroplasty. N Engl J Med. 2000; 343:1758-1764.

Lassen MR, Borris LC, Backs S, Kaltoft-Sorensen M,
Coff-Ganes H, Jeppensen E. Clinical limitations of risk
assessment models. Blood Coagul Fibrinolysis. 1999;
10(suppl 2):S45-S51.

Scurr J, Baglin T, Burns H, et al. Risk of and
prophylaxis for venous thromboembolism in hospital
patients. Phlebology. 1998; 13:87-97.

Haas S. Prevention of venous thromboembolism:
recommendations based on the International
Consensus and the American College of Chest
Physicians Sixth Consensus Conference on
Antithrombotic Therapy. Clin Appl Thromb Hemost.
2001; 7:171-177.

Samama MM. Applying risk assessment models in
general surgery: effective risk stratification. Blood
Coagul Fibrinolysis. 1999; 10(suppl 2):S79-S84.

Haas S. Risikoabschatzung thromboembolischer
Komplikationen bei chirurgischen Erkrankungen und
Verletzungen. Akt Chir. 1996; 31:269-275.

Fitzgerald RH Jr. Post-discharge prevention of deep
vein thrombosis following total joint replacement.
Orthopedics. 1996; 19(suppl):15-18.

Hull RD, Pineo GF. Extended prophylaxis against
venous thromboembolism following total hip and knee
replacement. Haemostasis. 1999; 29(suppl 4):23-25.

Hull RD, Pineo GF, Stein PD, et al. Timing of initial
administration of low-molecular-weight heparin
prophylaxis against deep vein thrombosis in patients
following elective hip arthroplasty: a systematic review.
Arch Intern Med. 2001; 161:1952-1960.

Hull RD, Pineo GF, Stein PD, et al. Extended out-of-

1/2/14 1:58 PM

Page 19 of 22


http://www.fda.gov/ohrms/dockets/ac/04/slides/2004-4069S1_03_He_files/frame.htm#slide0067.htm

Venous Thromboembolism Following Major Orthopedic Surgery: What is the Risk After Discharge? | Orthopedics 1/2/14 1:58 PM

hospital low-molecular-weight heparin prophylaxis
against deep vein thrombosis after elective hip
arthroplasty: a systematic review. Ann Intern Med.
2001; 135:858-869.

¢ Pineo GF, Hull RD. Prophylaxis of venous
thromboembolism following orthopedic surgery:
mechanical and pharmacological approaches and the
need for extended prophylaxis. Thromb Haemost. 1999;
82:918-924.

e Siragusa S, Beltrametti C, Barone M, Piovella F. Clinical
course and incidence of post-thrombophlebitic
syndrome after profound asymptomatic deep vein
thrombos.Results of a transverse epidemiologic study
[in ltalian]. Minerva Cardioangiol. 1997; 45:57-66.

¢ Dahl OE, Gudmundsen TE, Haukeland L. Late
occurring clinical deep vein thrombosis in joint-operated
patients. Acta Orthop Scand. 2000; 71:47-50.

¢ Lie SA, Engesaeter LB, Havelin LI, Jessing HK, Vollset
SE. Mortality after total hip replacement: 0-10-year
follow-up of 39,543 patients in the Norwegian
Arthroplasty Register. Acta Orthop Scand. 2000; 71:19-
27.

e Planes A, Vochelle N, Darmon JY, Agola M, Bellaud M,
Huet Y. Risk of deep-venous thrombosis after hospital
discharge in patients having undergone total hip
replacement: double-blind randomized comparison of
enoxaparin versus placebo. Lancet. 1996; 348:224-228.

e Hull RD, Pineo GF, Francis C, et al. Low-molecular-
weight heparin prophylaxis using dalteparin extended
out-of-hospital vs in-hospital warfarin/out-of-hospital
placebo in hip arthroplasty patients: a double-blind,
randomized comparison. North American Fragmin Trial
Investigators. Arch Intern Med. 2000; 160:2208-2215.

¢ Dahl OE, Andreassen G, Aspelin T, et al. Prolonged
thromboprophylaxis following hip replacement surgery --
results of a double-blind, prospective, randomised,
placebo-controlled study with dalteparin (Fragmin).
Thromb Haemost. 1997; 77:26-31.

¢ Prandoni P, Bruchi O, Sabbion P, et al. Prolonged
thromboprophylaxis with oral anticoagulants after total
hip arthroplasty: a prospective controlled randomized
study. Arch Intern Med. 2002; 162:1966-1971.

e Caprini JA, Arcelus JI, Motykie G, Kudrna JC, Mokhtee
D, Rayna JJ. The influence of oral anticoagulation
therapy on deep vein thrombosis rates four weeks after
total hip replacement. J Vasc Surg. 1999; 30:813-820.

e Eikelboom JW, Quinlan DJ, Douketis JD. Extended-
duration prophylaxis against venous thromboembolism
after total hip or knee replacement: a meta-analysis of
the randomised trials. Lancet. 2001; 358:9-15.

e Lassen MR, Borris LC, Anderson BS, et al. Efficacy and
safety of prolonged thromboprophylaxis with a low
molecular weight heparin (dalteparin) after total hip
arthroplasty-- the Danish Prolonged Prophylaxis (DaPP)
Study. Thromb Res. 1998; 89:281-287.

e Bergqvist D, Benoni G, Bjorgell O, et al. Low-molecular-
weight heparin (enoxaparin) as prophylaxis against
venous thromboembolism after total hip replacement. N

http://www.healio.com/orthopedics/journals/ortho/%7B5a86f349-fbf2-42...ajor-orthopedic-surgery-what-is-the-risk-after-discharge?fulltext=1 Page 20 of 22



Venous Thromboembolism Following Major Orthopedic Surgery: What is the Risk After Discharge? | Orthopedics

Engl J Med. 1996; 335:696-700.

e Samama CM, Vray M, Barré J, et al. Extended venous
thromboembolism prophylaxis after total hip
replacement: a comparison of low-molecular-weight
heparin with oral anticoagulant. Arch Intern Med. 2002;
162:2191-2196.

e Eriksson BI, Lassen MR. Consistency of efficacy of
extended thromboprophylaxis with fondaparinux
(Arixtra) in prevention of venous thromboembolism
(VTE) after hip fracture surgery according to different
composite efficacy endpoints: the PENTHIFRA-PLUS
study. J Thromb Haemost. 2003; suppl 1: 2064

e Kearon C. Duration of venous thromboembolism
prophylaxis after surgery. Chest. 2003; 124 (6
suppl):386S-392S.

¢ Friedman RJ, Dunsworth GA. Cost analysis of extended
prophylaxis with enoxaparin after hip arthroplasty. Clin
Orthop. 2000; 370:171-182.

e Marchetti M, Liberato NL, Ruperto N, Barosi G. Long-
term cost-effectiveness of low molecular weight heparin
versus unfractionated heparin for the prophylaxis of
venous thromboembolism in elective hip replacement.
Haematologica. 1999; 84:730-737.

e Davies LM, Richardson GA, Cohen AT. Economic
evaluation of enoxaparin as postdischarge prophylaxis
for deep vein thrombosis (DVT) in elective hip surgery.
Value Health. 2000; 3:397-406.

e Detournay B, Planes A, Vochelle N, Fagnani F. Cost-
effectiveness of a low-molecular-weight heparin in
prolonged prophylaxis against deep vein thrombosis
after total hip replacement. Pharmacoeconomics. 1998;
13(1 pt 1):81-89.

Authors

Dr Arcelus is from the University of Granada Medical
School and Hospital San Juan de Dios, Granada, Spain;
Drs Kudrna and Caprini are from Northwestern University,
Chicago, and the Department of Surgery, Evanston
Northwestern Healthcare, Evanston, and Dr Kudrna is from
lllinois Bone & Joint Institute, Glenview, ll.

Reprint requests: Juan I. Arcelus, MD, PhD, Calle Madrid
119a, 18198-Monachil (Granada), Spain.

Switch

w / "

http://www.healio.com/orthopedics/journals/ortho/%7B5a86f349-fbf2-42...ajor-orthopedic-surgery-what-is-the-risk-after-discharge?fulltext=1

1/2/14 1:58 PM

Page 21 of 22


http://www.facebook.com/sharer/sharer.php?s=100&p%5Burl%5D=http%3a%2f%2fwww.healio.com%2forthopedics%2fjournals%2fortho%2f%257B5a86f349-fbf2-42c8-a8e6-d5238b9140ff%257D%2fvenous-thromboembolism-following-major-orthopedic-surgery-what-is-the-risk-after-discharge%3ffulltext%3d1&p%5Btitle%5D=Venous+Thromboembolism+Following+Major+Orthopedic+Surgery+What+is+the+Risk+After+Discharge
http://twitter.com/share?url=http%3a%2f%2fwww.healio.com%2forthopedics%2fjournals%2fortho%2f%257B5a86f349-fbf2-42c8-a8e6-d5238b9140ff%257D%2fvenous-thromboembolism-following-major-orthopedic-surgery-what-is-the-risk-after-discharge%3ffulltext%3d1;text=Venous+Thromboembolism+Following+Major+Orthopedic+Surgery+What+is+the+Risk+After+Discharge;size=l&count=none
http://www.linkedin.com/shareArticle?mini=true&url=http%3a%2f%2fwww.healio.com%2forthopedics%2fjournals%2fortho%2f%257B5a86f349-fbf2-42c8-a8e6-d5238b9140ff%257D%2fvenous-thromboembolism-following-major-orthopedic-surgery-what-is-the-risk-after-discharge%3ffulltext%3d1&title=Venous+Thromboembolism+Following+Major+Orthopedic+Surgery+What+is+the+Risk+After+Discharge&source=www.healio.com
https://plus.google.com/share?url=http%3a%2f%2fwww.healio.com%2forthopedics%2fjournals%2fortho%2f%257B5a86f349-fbf2-42c8-a8e6-d5238b9140ff%257D%2fvenous-thromboembolism-following-major-orthopedic-surgery-what-is-the-risk-after-discharge%3ffulltext%3d1
mailto:?subject=I%20saw%20this%20article%20on%20Healio.com%20and%20thought%20you%20might%20be%20interested%20in%20it&Body=http://www.healio.com/orthopedics/journals/ortho/%7B5a86f349-fbf2-42c8-a8e6-d5238b9140ff%7D/venous-thromboembolism-following-major-orthopedic-surgery-what-is-the-risk-after-discharge?fulltext=1
javascript:void(0)
https://www.facebook.com/cassie.crosse

Venous Thromboembolism Following Major Orthopedic Surgery: What is the Risk After Discharge? | Orthopedics 1/2/14 1:58 PM

Orthopedicstoday January 19-22, 2014

“ANAI. 2014 Grand Wailea - Maui

http://www.healio.com/orthopedics/journals/ortho/%7B5a86f349-fbf2-42...ajor-orthopedic-surgery-what-is-the-risk-after-discharge?fulltext=1 Page 22 of 22


http://www.healio.com/pearlescentcabinet.aspx
http://googleads.g.doubleclick.net/aclk?sa=L&ai=CQlv98MTFUp_9EJH0-QP97YCwDfnX2-gCAAAQASCZwboHUOiN2rD-_____wFgyY7yi8ikgBXIAQPgAgCoAwHIA50EqgS5Ak_QNsDvguw5cSbB89ix7TE6jX4INW9VUJ9cvOFho5kJtr0eGh3sZhMKRCCBPTOFmAH8a5gGQNjenV-FGdTTSjaMEQ7rXhnrV2Vt6GJ-itClRJg9BXN7GI2nTmHxSz8YCWjyyz2Hu42lWbzuC118QWrIR0mvsnVNPdbXrO7ecz79s8qThYjl8LEf0jg90JJZsJhaDwlXf8ZhJr7k9DCZo1GwO_-ZD6fmVvkuT9Dl20u-oA68QmxsTUFDnDlcj7oxZnVmAEPEw-7RY-dEe0MiOj-jJcAGBn6dIpUpdb8-cPCdhsl_KxSu5bnSKZkcbMSq-hiAGLwCVOIMzXsik6mZBuTDI887cWTvept4VUrw-f3BQECl74XrmmFQK6ncDw7zKIcIvKbJHXIUMD4ocjdVW4MeL2sR7fMfMPngBAGgBhQ&num=0&sig=AOD64_2Vnys-rip7lIzqN058T8Oj06kUXw&client=ca-pub-6361114357231196&adurl=http://www.OTHawaii.com%3Fpromocode%3D879-61

