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Abstract

Data on the impact of morbid obesity (body mass index [BMI] > 40 kg/m?) on the pharmacokinetics (PK), pharmacodynamics
(PD) of direct oral anticoagulants (DOAC:sS) are relatively limited, making it difficult to design optimal dosing regimens in morbidly
obese patients.

To review literature on PK/PD profile, efficacy, and safety of DOACs in venous thromboembolism (VTE) and nonvalvular atrial
fibrillation (AF) patients with morbid obesity and make recommendations regarding optimal dosing regimens in these patient
populations.

A detailed literature search was conducted (from inception to June 22, 2022) for relevant articles involving PK/PD and clinical
data on DOACs use in morbidly obese patients with VTE or AF, or healthy volunteers.

A total of 28 studies were identified. DOAC-specific PK variations and clinical outcomes have been observed. Obesity may have a
modest effect on PK/PD of dabigatran, apixaban, or rivaroxaban. Dabigatran was effective in AF patients with morbid obesity but
might increase the risk of gastrointestinal bleeding. Standard dosing of apixaban or rivaroxaban is effective and safe for VTE and
AF patients with morbid obesity. Trough edoxaban concentration and anti-Xa activity were similar in different BMI groups (18.5
to >40 kg/m?), and standard dosing of edoxaban may be effective and safe for AF patients.

Current evidence suggests dabigatran should be used with caution in patients with AF as it might increase the risk of gastroin-
testinal bleeding; Standard dosing of apixaban or rivaroxaban can be used in VTE or AF patients; Standard dosing of edoxaban may
be considered in AF patients.
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Introduction [BMI] of >40 kg/m®) due to this patient population severely
underrepresented in the majority of the landmark DOAC
trials. The 2021 update of the International Society on
Thrombosis and Haemostasis (ISTH) guidelines suggested
that standard doses of rivaroxaban or apixaban are among

Direct oral anticoagulants (DOACs) have emerged as the pre-
ferred treatment for the prevention and treatment of venous
thromboembolism (VTE) and prevention of stroke in nonvalv-
ular atrial fibrillation (AF) over the past decade.! The advan-
tages of DOACs include a wider therapeutic window and less
monitoring requirements, fixed dosing, a faster onset of Department of Pharmacy, Beijing Friendship Hospital, Capital Medical
action, and fewer drug—-drug and drug-food interactions, University, Beijing, China
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appropriate anticoagulant options for treatment or primary pre-
vention of VTE regardless of high BMI and weight, while other
guidelines on VTE or AF management do not provide clear
guidance on the use of DOACs in patients with a BMI of >40
kg/m? or weight of >120 kg.’ Regardless of consensus guide-
lines, data from the GLORIA-AF registry showed this patient
population tends to favor the use of DOACs over warfarin.®

Due to obesity being a prothrombotic state, it is associated
with increased thrombotic risks.” In addition, the physiologic
changes associated with obesity may presumably have a consid-
erable effect on the PK of DOACs, which may alter the expo-
sure to DOACs and thereby impact their efficacy and safety.
Therefore, morbid obesity may be a major challenge in the
dosage modification of DOACS in clinical practice. Although
measuring serum drug levels for therapeutic monitoring in
this population has been suggested, testing of DOAC levels is
neither widely available nor well validated in real-world clinical
settings.® When designing DOACs dosing regimens in mor-
bidly obese patients, a detailed understanding of the primary
pharmacokinetic parameters, and the impact of obesity has on
physiology and drug pharmacokinetics are required. Thus, the
aim of this study is to provide a comprehensive review of avail-
able data from published literature of DOACs’ PK and PD, effi-
cacy and safety in morbid obesity and to help improve the
evidence-based decision-making process for clinicians consid-
ering prescribing a DOAC for morbidly obese patients.

Materials and Methods

We primarily searched data on Pharmacokinetic changes in
obesity, available PK/PD, and clinical data on DOACs use in
morbidly obese patients with VTE or AF, or healthy volunteers.
We screened the published guidelines from the following ther-
apeutic domains or the population of interest: (1) VTE, and/or
nonvalvular AF; (2) obese patients and/or morbidly obese
patients. We then thoroughly screened published reviews pro-
viding recommendations for DOACs use. Furthermore, we per-
formed a detailed literature search using PubMed, Embase, and
Cochrane Library databases from inception to June 22, 2022,
with the following strategy to identify the latest evidence after
the ISTH 2016 guidelines: (1) obesity: “obesity” or “over-
weight” or “morbid obesity” or “morbid body weight” or
“morbid obesity” or “obese weight” or “body mass index” or
“BMI” or “weight” or “body weight” or "body composition”
or “body weight change” or “body size” or “body fat” or
“body fatness”; (2) DOACs: dabigatran or apixaban or betrixa-
ban or edoxaban or rivaroxaban; and (3) pharmacokinetic or
pharmacodynamic, or diseases of interests (VTE or AF).
Non-English articles and animal studies were excluded. We
focused on adult patients with more severe forms of obesity
(morbid obesity, BMI > 40 kg/m?) since such patients are typ-
ically limited in numbers in the studies used to formulate
product labeling information. Primary pharmacokinetic param-
eters of each DOAC were obtained from the corresponding
product labeling.

Results and Discussions

The DOAC:s vary widely in oral bioavailability, volume of dis-
tribution (Vd), metabolism, and renal excretion, and PK profile
can differ in patients with obesity between DOACs. A detailed
overview of primary pharmacokinetic properties and dosing
regimen of DOACs has been reported in the scientific literature
(Table 1).°~'* We further reviewed the impact of body weight
and morbid obesity on the PK/PD (Table 2), and clinical out-
comes of DOACs according to disease state (Table 3 for
patients with VTE and Table 4 for patients with AF).

Dabigatran

PK/PD data: In a subgroup analysis of the RE-LY trial, dose-
normalized trough concentrations were 21% lower for the
high body weight group (>100 kg) than for the reference
body weight group (50-100 kg) and similar relationships
occurred for peak concentrations, demonstrating an inverse
relationship between trough or peak concentration and
weight.'* The multiple logistic regression analysis showed an
inverse relationship between trough concentration and the risk
of ischemic events. A population PK analysis of dabigatran in
AF patients based on the RE-LY trial showed an increase of
0.77% in Vd per 1 kg increase above 80 kg and no impact of
weight on area under the plasma concentration (AUC).'?
Another retrospective study measured peak DOAC plasma con-
centrations in 38 patients with body weight >120 kg taking
DOAGCs for any indications.'® Among 10 patients taking dabi-
gatran, 2 (20%) had peak plasma concentrations below the
median trough level (93 ng/mL) and below the usual
on-treatment range for peak level (median 184 (10th-90th per-
centiles 74-383 ng/mL) sourced from pharmacokinetic studies
in non-obese patients.'®

A PK analysis of DOACs in 58 AF patients with morbid
obesity (BMI > 40 kg/m?) did observe different results regard-
ing the impact of body weight on the concentration, of 8
patients taking dabigatran with an appropriate dosing (150 mg
twice daily [bid]), none had plasma concentration out of the
expected range as obtained from population PK studies in non-
obese patients.!” The multivariate logistic analysis indicated
that inappropriate DOAC underdosing (eg 110 mg bid for dabi-
gatran) was the only independent clinical factor associated with
a plasma concentration of the drug out of the expected range
(hazard ratio [HR] 29.37, 95% CI [confidence interval]
4.26-202.71).

Clinical data for VTE: Studies analyzing dabigatran for the
treatment or prevention of VTE in morbidly obese patients were
not identified.

Clinical data for AF: Three large-scale cohort studies eval-
uated the efficacy and safety of dabigatran in AF patients
with morbid obesity. A retrospective cohort study including
6848 AF patients with a BMI >40 kg/m? or a weight >120 kg
and receiving either dabigatran or warfarin found dabigatran
was effective in reducing the risk of thromboembolism (HR
0.71, 95% CI 0.56-0.91) and mortality (HR 0.57, 95% CI
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Table 3. (continued)

Safety

Efficacy

Intervention and comparison

Study design Population

Study

kg/m2 or a weight

> 120 kg
VTE patients with a

7).

(1.3% vs 2.4%, P

74).

Low and similar incidence of recurrent VTE  Low and similar incidence of major bleeding
(2.0% vs 1.2%, P

Rivaroxaban (n=152) vs
Warfarin (n=167)

kg/m?

Abbreviations: AF, atrial fibrillation; AHR, adjusted hazard ratio; BMI, body mass index; Cl, confidence interval; CRNM, clinically relevant non-major; Gl, gastrointestinal; HR, hazard ratio; OR, odds ratio; RCT,

BMI > 40
randomized clinical trial; SE, systemic embolism; VTE, venous thromboembolism.

Retrospective
cohort

Kushnir
2019%

0.45-0.71) but was associated with an increased risk of compos-
ite bleeding (HR 1.24, 95% CI 1.07-1.42), which mainly driven
by gastrointestinal bleeding (HR 1.59, 95% CI 1.33-1.91).'"% A
second retrospective cohort study evaluated the efficacy and
safety of dabigatran in AF patients across different weight
groups (777 patients weighting >120 kg vs 3522 patients
weighting <120 kg) and found in patients with >120 kg, dabi-
gatran was associated with a small increased (1.44 times
greater) risk of gastrointestinal bleeding (adjusted HR 1.44,
95% CI 1.01-2.05) but no differences in stroke (adjusted HR
0.45, 95% CI 0.05-3.89), mortality (0.72, 95% CI 0.37-1.42),
or clinically relevant bleeding (adjusted HR 1.21, 95% CI
0.93-1.57)."°

Conversely, in a large cohort of obese Veterans Health
Administration system patients with AF, among patients with
weight >120 kg and those with BMI >40 kg/m?, for efficacy
endpoint, dabigatran had significantly lower risks of myocardial
infarction, heart failure, and all-cause mortality, and similar risk
of ischemic stroke than warfarin. For safety endpoints, patients
treated with dabigatran were associated with a lower risk of any
major bleeding, hemorrhagic stroke, and gastrointestinal
bleeding.?’

Summary: PK profile of dabigatran in morbid obesity may be
modestly altered. Weight might have an inverse correlation
with trough or peak concentration, whereas has no impact on
AUC. Vd increased by 0.77% for per 1 kg increase above 80
kg. Although clinical data showed dabigatran was effective in
AF patients with morbidly obese patients, it possibly increased
the risk of gastrointestinal bleeding. Therefore, dabigatran
should be used with caution in morbidly obese patients until
more robust data emerges.

Apixaban

PK/PD data: Six studies have examined the impact of body
weight on the PK/PD of apixaban. A PK study of apixaban (a
single dose of 10 mg) in healthy volunteers investigated the
effects of morbid obesity on apixaban PK, PD, and safety,
and observed a 31% lower mean peak apixaban concentration,
a 24% higher Vd and a 23% lower drug exposure in the high
body weight group (weight of >120 kg and BMI of >30 kg/
m?) than in the reference body weight group (weight of 65-85
kg).>' Renal clearance of apixaban was similar between
weight groups. Additionally, the mean elimination half-life
(Ty,) of apixaban was 3 h shorter in the high-weight group
compared with that in the reference weight group, but this
was not expected to be clinically significant. Although there
was a statistically significant inverse relationship between apix-
aban exposure and body weight (P<.001), and anti-factor Xa
activity was linearly related to apixaban plasma concentration
and inversely related to increasing weight, the impact of body
weight alone on apixaban exposure was considered modest
and unlikely to be clinically meaningful. Thus, there was no
need to adjust the dose of apixaban in patients weighing >120
kg without severe renal impairment. Similarly, an observational
cohort study measuring anti-Xa levels of AF or VTE patients
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with a BMI >40 kg/m? and/or a weight >120 kg who have
treated with apixaban 5 mg or 2.5mg bid, of 55 patients
enrolled, 9% had peak and 6% had trough anti-Xa levels
below the reference ranges.”” Although body weight had a
moderate, negative correlation with peak anti-Xa levels and a
weak, inverse correlation with trough anti-Xa levels, the
results showed that anti-Xa levels among obese patients are
not substantially different from patients with normal BMI and
weight.

Conversely, a prospective cohort study analyzed the effects
of body weight on apixaban anti-Xa levels in 46 patients receiv-
ing apixaban 5 mg bid for VTE or AF.?* In patients >120 kg
(mean BMI 49 kg/m?), there was a statistically significant
reduction in peak anti-Xa levels at 2 h and AUC of apixaban
compared with the normal BW group (<120 kg, mean BMI
of 31 kg/m?). However, due to the study design and small
scale, reduced apixaban levels may have uncertain clinical
consequences.

The other 3 studies showed little or no change in apixaban
levels in patients with morbid obesity compared with the refer-
ence normal body weight. In the previously mentioned PK
study measuring DOACs levels in 58 AF patients with
morbid obesity (BMI > 40 kg/m?), of 24 patients taking apixa-
ban (5 mg or 2.5 mg bid), no patients had plasma concentration
out of the expected range.'” A prospective cohort study con-
ducted by Martin et al of apixaban 5 mg bid or rivaroxaban
20 mg once daily for AF or VTE in 100 patients with weight
>120 kg (88% with BMI >40 kg/m?) showed that all 19 peak
apixaban and 16 (89%) of 18 trough factor Xa inhibitor concen-
trations were in the expected ranges, suggesting no under-
dosing in the majority of these patients.>* No significant
linear relationships between peak or trough factor Xa inhibitor
concentrations and body weight or BMI was found. In the ret-
rospective study measuring peak DOAC plasma concentrations
in 38 patients with body weight >120 kg, all 7 patients receiving
apixaban had peak plasma concentration higher than the median
trough level and within the usual on-therapy range.'®

Clinical data for VTE: All studies evaluating apixaban use
for VTE patients with morbid obesity found at least similar effi-
cacy or safety outcomes compared with warfarin. A post hoc
analysis of the AMPLIFY trial found apixaban had similar
rates of recurrent VTE or VTE-related death and lower rates
of major or clinically relevant non-major (CRNM) bleeding
compared with enoxaparin/warfarin across the different body
weight and BMI categories, including body weight >120 kg
and BMI >40 kg/m*%> A modest, not clinically meaningful,
decrease (<30%) in the median predicted exposure with increas-
ing body weight was also observed. A multi-center, retrospec-
tive study compared the use of apixaban versus warfarin for
VTE treatment in 1099 patients with morbid obesity, found a
reduced risk of recurrent VTE (HR 0.54, 95% CI 0.29-0.97)
in patients taking apixaban compared with those taking warfarin
within 12 months, and no significant differences in major bleed-
ing (3.8% vs 3.3%, P=.72), CRNM bleeding (1.3% vs 3.1%, P
=.14), or all-cause mortality (4.1% vs 2.3%, P= .14).2° These
findings indicated apixaban appears to be effective and safe for

the treatment of VTE in patients with morbid obese. In a single-
center, retrospective study of DOACs in 366 VTE patients with
BMI >40 kg/m?, the incidences of recurrent VTE (2.1% vs
1.2%, P=.74) and major bleeding (2.1% vs 2.4%, P=.77)
were similar between the apixaban and warfarin cohorts.?’
Similarly, in the subgroup of 92 patients with BMI >50 kg/
m?, no significant difference in rates of recurrent VTE and
major bleeding was observed.”’ In a large sample study of
VTE patients based on US insurance claims databases found
apixaban was associated with a significantly lower risk of recur-
rent VTE (HR 0.65, 95% CI 0.53-0.80), major bleeding (HR
0.68, 95% CI 0.54-0.86), and CRNM bleeding (HR 0.76,
95% CI 0.69-0.83) compared with warfarin in morbidly obese
patients.?®

Clinical data for AF: Consistent with the results of studies
conducted in VTE patients, at least similar clinical outcomes
were observed in AF patients. A post hoc analysis of
ARISTOTLE in AF patients with a range of body weight
groups, among 982 with weight >120 kg, there was no signifi-
cant difference in efficacy outcomes of stroke/systemic embo-
lism, all-cause death, or myocardial infarction between
apixaban and warfarin®® However, a lower risk of major and
CRNM bleeding (HR 0.58, 95% CI 0.35-0.95) or any bleeding
(HR 0.67, 95% CI 0.53-0.85) was observed with apixaban.
When further stratified into 121 to 140 kg (n=724) and >140
kg (n=258) groups, a lower risk of stroke/systemic embolism
was observed in the apixaban group for patients weighing
121 to 140 kg (HR 0.21, 95% CI 0.05-0.95). Overall, the supe-
riority of apixaban over warfarin regarding efficacy and safety
for stroke prevention seems to be similar in patients with AF
across the groups of weight, indicating that apixaban appears
to be appropriate for patients with AF irrespective of body
weight.*® Similarly, in the cohort of obese Veterans Health
Administration system, among AF patients with BMI >40 kg/
m?, apixaban had similar risks of ischemic stroke(HR 0.93,
95% CI 0.71-1.22) and significantly lower risks of any major
bleeding (HR 0.72, 95% CI 0.630.82) than warfarin.”® A retro-
spective cohort study (722 patients) conducted to evaluate the
effectiveness and safety of using apixaban in morbidly obese
(BMI > 40 kg/m?) patients with AF, showed a similar preva-
lence of all thrombotic events (OR 0.58, 95% CI 0.13-2.51)
and odds of developing major bleeding (OR 0.39, 95% CI
0.07-2.03) of apixaban use in both morbid and nonmorbid
obese patients with AF within 12 months.*® In the aforemen-
tioned study, among the 429 patients with AF, incidences of
stroke were similar between the apixaban and warfarin users
(1.0% vs 1.3%, P=.71) and incidences of major bleeding
were not significantly lower with apixaban compared with war-
farin (2.9% vs 7.9%, P=.063).2” For patients with a BMI of
>50 kg/m?, the incidence of strokes or major bleeding was
similar between cohorts.

Summary: Data from healthy volunteers and patients with
AF or VTE have shown that increased body weight has a
modest or no effect on apixaban’s PK. Standard dosing of apix-
aban is effective and safe for VTE and AF patients with morbid
obesity.
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Rivaroxaban

PK/PD data: Four studies have evaluated the impact of obesity
on the PK/PD of rivaroxaban. In one study evaluating PK/PD
and safety of rivaroxaban in 48 healthy subjects who received
a single dose of rivaroxaban 10 mg,>' peak concentration of
rivaroxaban, AUC, T;,, and anti-Xa activity were similar
between the >120 kg (n=12) and 70 to 80 kg (n=12)
groups. Low Vd may limit the impact of weight on the PK of
rivaroxaban.?' One prospective cohort analysis has evaluated
the impact of morbid body weight on the effect of rivaroxaban
in 167 patients with VTE, there was no significant difference in
rivaroxaban peak levels, PT ratios (PT patient/PT normal), or
activated partial thromboplastin time ratios for patients weigh-
ing >120 kg (n=44) compared with those weighing 50 to
120 kg (n=135).2

However, 2 studies have contrary results regarding rivaroxa-
ban peak levels. In a study of patients weighting >120 kg taking
DOAC:s for any indication, of 21 patients receiving rivaroxaban,
6 (28%) had peak levels below the usual on-treatment range for
the peak derived from population pharmacokinetic studies.'®
Similarly, in the previously referenced study measuring
DOAC:s anti-Xa levels in patients weighting >120 kg conducted
by Martin et al, of the 58 rivaroxaban levels, 26 (45%) peak
levels were below expected ranges (11/22 for AF and 15/36
for VTE), and all 21 trough levels were within expected ranges.**

Four population PK model analyses have been conducted to
investigate the impact of obesity on DOAC PK/PD. In a popu-
lation PK model based on pooled data from 2 phase II studies of
rivaroxaban in acute DVT treatment (EINSTEIN-DVT and
ODIXa-DVT trials), body weight had no significant influence
on peak concentration.*> However, Vd decreased by 0.8% per
kg below the median low body weight of 56 kg, and directly
correlated with body weight.*> Therefore, Vd levels may
increase in higher-weight patients based on this model.

The other 3 population PK models suggested weight had a
minor influence on the PK of rivaroxaban. An early PK
model based on 101 patients receiving rivaroxaban for preven-
tion or treatment of VTE suggested that weight alone showed
little effect on the PK profile of rivaroxaban, with creatinine
clearance being the most significant factor impacting rivaroxa-
ban exposure.® This was confirmed by a large pooled popula-
tion PK model across all indications derived from 4918 patients
in 7 clinical trials, which also showed that body weight alone
had a minor influence on the PK of rivaroxaban, while a renal
function is the main driver of rivaroxaban exposure.’
Finally, in a population PK model derived from 913 patients
(including 86 with weight >120 kg and 74 with BMI >40 kg/
m?), median AUC and peak concentration were lower in simu-
lated patients of 200 kg and 150 kg compared with 70-kg sim-
ulated patients; however, the prediction intervals overlapped
across all bodyweights.>® The authors concluded that weight
had only a minor influence on rivaroxaban PK parameters.*®

Clinical data for VTE: Several observational studies presented
data for rivaroxaban use in VTE patients with morbid obesity.
Overall, real-world data demonstrated at least similar efficacy

and bleeding outcomes with rivaroxaban in this patient population.
A cohort study using electronic health record data including over
13 000 obese patients (3394 with BMI > 40 kg/m?) with incident
VTE found that rivaroxaban reduced the hazard of VTE compared
with warfarin without impacting major bleeding at 3, 6, and 12
months.?” No statistical difference was found across patients with
class I to III obesity for either recurrent VTE (Pjyeraction = 0.43)
or major bleeding (Pinteraction = 0.58).3 "Ina retrospective study
based on health insurance claims data, rivaroxaban users had a sig-
nificantly lower risk of VTE recurrence (HR 0.85, 95% CI
0.7-0.97) and similar major bleeding (HR 1.11, 95% CI
0.89-1.37) compared with warfarin users at 12 months among
VTE patients with obesity (including 41.1% and 41.9% with
BMI >40 kg/m” in rivaroxaban and warfarin cohort, respec-
tively).*® A second study using administrative claims data found
morbidly obese VTE patients receiving rivaroxaban had similar
risks of recurrent VTE (odds ratio [OR] 0.99, 95% CI 0.85-1.14)
and major bleeding (OR 0.75, 95% CI 0.47-1.19) compared with
warfarin.> In a multicenter, retrospective cohort study comparing
outcomes in patients with weight >120 kg or BMI >40 kg/m’
receiving rivaroxaban or warfarin for acute VTE, no difference
was observed in hazard of VTE (HR 0.69, 95% CI 0.42-1.08) or
major bleeding (HR 1.29, 95% C10.66-2.30).° A single-center ret-
rospective study comparing efficacy and safety for VTE or AF
patients with BMI >40 kg/m? taking rivaroxaban or warfarin
showed the incidence of recurrent VTE (2.0% vs 1.2%, P=.74)
or major bleeding (1.3% vs 2.4%, P=.77) was similar between
the treatment cohorts in patients with VTE.?’

Clinical data for AF: As with those for VTE, in the aforemen-
tioned study, the incidence of stroke was also similar (2.3% vs
1.3%, P=.71) between the treatment cohorts in patients with
AF. A lower risk of major bleeding in patients on rivaroxaban
compared with warfarin (2.9% vs 7.9%, P =.063) was observed
but this difference was not significant.?” Similarly, in the cohort
of obese Veterans Health Administration system, among AF
patients with BMI >40 kg/m?*, compared with warfarin, rivarox-
aban had similar risks of ischemic stroke (HR 1.1, 95% CI
0.84-1.41) and significantly lower risk of any major bleeding
(HR 0.66, 95% CI 0.58-0.75).%° In a retrospective cohort study
of AF patients with obesity, the subgroup analysis in patients
with BMI >40 kg/m® (n=7647 in each cohort) showed that
lower risks of the composite outcome of stroke and systemic
embolism (HR 0.83, 95% CI 0.72-0.96) and major bleeding
risk (HR 0.80, 95% CI 0.64-1.00) were found in the rivaroxaban
cohort compared with the warfarin cohort.*' A large retrospec-
tive cohort study using Health insurance claims data found the
risks of stroke/systemic embolism (HR 0.66, 95% CI
0.48-0.91) and major bleeding (HR 0.72, 95% CI 0.55-0.95)
were significantly lower among morbidly obese patients in the
rivaroxaban cohort compared to those in the warfarin cohort at
36 months.** In another retrospective cohort study using a health-
care claims database for AF patients with obesity demonstrated a
lower risk of stroke/systemic embolism (HR 0.82, 95% CI
0.70-0.95) and a similar risk of major bleeding with rivaroxaban
versus warfarin among morbidly obese patients (HR 0.95, 95%
CI0.74-1.23).2
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Summary: Current evidence indicates that the PK profile of
rivaroxaban is not significantly impacted by body weight.
Standard dosing of rivaroxaban is effective and safe for both
VTE and AF patients with morbid obesity.

Edoxaban

PK/PD data: In a pharmacokinetic study measuring DOACs
levels in 58 AF patients with morbid obesity (BMI > 40 kg/
m?), 13 (22.4%) were taking edoxaban, with 4 receiving 30
mg daily and 9 receiving 60 mg daily. The out-of-range
plasma concentrations were more likely to receive edoxaban
30 mg once daily treatment (33% vs 2%; P<.01) compared
with in-range plasma concentrations.'” A post hoc analysis of
the ENGAGE AF-TIMI 48 trial found trough edoxaban concen-
tration (P=.28) and anti-Xa activity (P=.73) were similar
across BMI groups ranging from 18.5 to >40 kg/m?>.**

Clinical data for VTE: No studies analyzing edoxaban for
treatment or prevention of VTE in morbidly obese patients
were identified.

Clinical data for AF: Only 2 studies evaluating edoxaban
use for AF patients with morbid obesity, and similar efficacy
and safety outcomes were found when compared with warfarin
or compared extreme weight groups with the reference group.
The post hoc analysis of the ENGAGE AF-TIMI 48 trial
found the efficacy and safety profiles (stroke/systemic embo-
lism, all-cause mortality, major bleeding, and major or
CRNM bleeding) of edoxaban 60 mg once daily versus warfa-
rin were similar across BMI categories ranging from 18.5 to
>40 kg/m2 (Pinteraction > 0.16 for each outcome).** The
similar PK and PD results with edoxaban across the range of
BMIs observed in the same study support the clinical observa-
tions. In the post hoc analysis of the ETNA-AF-Europe trial
evaluated 1-year outcomes in AF patients treated with edoxaban
across a range of body weight groups, edoxaban seemed asso-
ciated with a very low occurrence of stroke and bleeding, and
there were no differences in the risks of stroke/SE (HR 1.14,
95% CI 0.48-2.71), major bleeding (HR 0.67, 95% CI
0.27-1.66), major or CRNM bleeding (HR 0.98, 95% CI
0.57-1.69), and intracranial hemorrhage (HR 0.93, 95% CI
0.17-5.10) among body weight groups after adjustment for
eGFR and CHA2DS2-VASc score.*” However, the morbid
obesity cutoff point was >100 kg, which may not be extrapo-
lated to patients with BMI >40 kg/m?* or weight >120 kg.

Summary: Based on current evidence, standard dosing of
edoxaban may be effective and safe for stroke prevention for
AF in patients with morbid obesity. Given the lack of data,
edoxaban should be avoided for VTE treatment or prevention
in patients with morbid obesity.

Betrixaban

Both PK/PD and clinical studies were not identified regarding
the effects of weight on betrixaban.

Limitations

Our review has several limitations. First, most included studies
evaluating morbidly obese patients were retrospective studies or
post hoc analyses of RCTs, there is sampling bias due to the
lack of randomization. Second, the PK/PD profile is obtained
from different sources, thus differences in the timing of sam-
pling, data quality, or laboratory analysis may exist. Third,
the majority of included studies evaluated apixaban or rivarox-
aban in morbidly obese patients with AF or VTE, with limited
or no evaluation of edoxaban, dabigatran, or betrixaban, espe-
cially in VTE patients. Future higher-quality studies to
confirm the uncertainty of DOAC use in morbidly obese
patients are still warranted.

Conclusion

PK variations and clinical outcomes of each DOAC are specific.
Obesity may have a modest effect on dabigatran, apixaban,
rivaroxaban, or edoxaban. Current available evidence indicates
that standard dosing of apixaban or rivaroxaban is recom-
mended in VTE or AF patients with morbid obesity; Standard
dosing of edoxaban may be considered in AF patients;
Dabigatran should be used with caution in patients with AF;
There is limited evidence regarding dabigatran and edoxaban
use in morbid obese VTE patents.

Authors’ Contributions

XC designed the study. MG and WX identified and acquired reports of
trials and extracted data. YZ, MG, WX, CP, DL, CH, and XC contrib-
uted to data interpretation. YZ drafted the paper, and all other authors
critically reviewed the paper.

Declaration of Conflicting Interests

The author(s) declared no potential conflicts of interest with respect to
the research, authorship, and/or publication of this article.

Funding

The author(s) received no financial support for the research, author-
ship, and/or publication of this article.

ORCID iD

Xiangli Cui https:/orcid.org/0000-0002-2992-5205

References

1. Aronis KN, Hylek EM. Evidence gaps in the era of non-vitamin K
oral anticoagulants. J Am Heart Assoc. 2018;7(3):e007338.

2. i. January CT, Wann LS, Calkins H, et al. 2019 AHA/ACC/HRS
focused update of the 2014 AHA/ACC/HRS guideline for the
management of patients with atrial fibrillation: A report of the
American College of Cardiology/American Heart Association
Task Force on clinical practice guidelines and the Heart Rhythm
Society in Collaboration with the Society of Thoracic Surgeons.
Circulation. 2019;140(2):e125-e151.


https://orcid.org/0000-0002-2992-5205
https://orcid.org/0000-0002-2992-5205

16

Clinical and Applied Thrombosis/Hemostasis

w

12.

13.

14.

17.

Steffel J, Collins R, Antz M, et al. 2021 European Heart Rhythm
Association practical guide on the use of non-vitamin K antagonist
oral anticoagulants in patients with atrial fibrillation. Europace.
2021;23(10):1612-1676.

. Hindricks G, Potpara T, Dagres N, et al. 2020 ESC guidelines for the

diagnosis and management of atrial fibrillation developed in collab-
oration with the European Association for Cardio-Thoracic Surgery
(EACTS): The task force for the diagnosis and management of atrial
fibrillation of the European Society of Cardiology (ESC) developed
with the special contribution of the European Heart Rhythm
Association (EHRA) of the ESC. Eur Heart J. 2021;42(5):373-498.

. Martin KA, Beyer-WestendorfJ, Davidson BL, Huisman MV, Sandset

PM, Moll S. Use of direct oral anticoagulants in patients with obesity for
treatment and prevention of venous thromboembolism: updated com-
munication from the ISTH SSC subcommittee on control of anticoagu-
lation. J Thromb Haemost. 2021;19(8):1874-1882.

. Boriani G, Huisman MV, Teutsch C, et al. Influence of BMI and

geographical region on prescription of oral anticoagulants in
newly diagnosed atrial fibrillation: The GLORIA-AF registry
program. Eur J Intern Med. 2020;80:35-44.

. Rocca B, Fox KAA, Ajjan RA, et al. Antithrombotic therapy and

body mass: an expert position paper of the ESC Working Group
on Thrombosis. Eur Heart J. 2018;39(19):1672-1686f.

. Patel JP, Byme RA, Patel RK, Arya R. Progress in the monitoring of

direct oral anticoagulant therapy. BrJ Haematol. 2019;184(6):912-924.

. U.S. Food and Drug Administration. Product label apixaban.

2021. Accessed July 3, 2022. https:/www.accessdata.fda.gov/
drugsatfda_docs/label/2021/202155s0341bl.pdf

. U.S. Food and Drug Administration. Product label dabigatran.

2021. Accessed July 5, 2022. https:/www.accessdata.fda.gov/
drugsatfda_docs/label/2021/022512s0481bl.pdf

. U.S. Food and Drug Administration. Product label betrixaban.

2020. Accessed July 5, 2022. https:/www.accessdata.fda.gov/
drugsatfda_docs/label/2020/208383s0071bl.pdf

U.S. Food and Drug Administration. Product label edoxaban.
2021. Accessed July 5, 2022. https:/www.accessdata.fda.gov/
drugsatfda_docs/label/2021/206316s0171bl.pdf

U.S. Food and Drug Administration. Product label rivaroxaban. 2022.
Accessed July 5, 2022. https:/www.accessdata.fda.gov/drugsatfda_
docs/label/2022/0224060rig1s039,2024390rig1s038correctedlbl.pdf
Reilly PA, Lehr T, Haertter S, et al. The effect of dabigatran
plasma concentrations and patient characteristics on the frequency
of ischemic stroke and major bleeding in atrial fibrillation patients:
The RE-LY trial (randomized evaluation of long-term anticoagu-
lation therapy). J Am Coll Cardiol. 2014;63(4):321-328.

. Liesenfeld KH, Lehr T, Dansirikul C, et al. Population pharmaco-

kinetic analysis of the oral thrombin inhibitor dabigatran etexilate
in patients with non-valvular atrial fibrillation from the RE-LY
trial. J Thromb Haemost. 2011;9(11):2168-2175.

. Piran S, Traquair H, Chan N, Bhagirath V, Schulman S. Peak

plasma concentration of direct oral anticoagulants in obese
patients weighing over 120 kilograms: A retrospective study.
Res Pract Thromb Haemost. 2018;2(4):684-688.

Russo V, Cattaneo D, Giannetti L, et al. Pharmacokinetics of
direct oral anticoagulants in patients with atrial fibrillation and
extreme obesity. Clin Ther. 2021;43(9):e255-¢263.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

Huang CW, Duan L, An J, Sim JJ, Lee MS. Effectiveness and safety
of dabigatran in atrial fibrillation patients with severe obesity: a real-
world retrospective cohort study. J Gen Intern Med.
2021;37(12):2982-2990.

Coates J, Bitton E, Hendje A, et al. Clinical outcomes of dabiga-
tran use in patients with non-valvular atrial fibrillation and weight
>120 kg. Thromb Res. 2021;208:176-180.

Briasoulis A, Mentias A, Mazur A, Alvarez P, Leira EC, Vaughan
Sarrazin MS. Comparative effectiveness and safety of direct oral
anticoagulants in obese patients with atrial fibrillation.
Cardiovasc Drugs Ther. 2021;35(2):261-272.

Upreti VV, Wang J, Barrett YC, et al. Effect of extremes of body
weight on the pharmacokinetics, pharmacodynamics, safety and
tolerability of apixaban in healthy subjects. Br J Clin Pharmacol.
2013;76(6):908-916.

Harkness W, Pipitone O, Joss J, et al. Observed apixaban anti-xa
levels in obese patients. Ann Pharmacother. 2022;56(11):1215-
1221.

Wasan SM, Feland N, Grant R, Aston CE. Validation of apixaban
anti-factor Xa assay and impact of body weight. Thromb Res.
2019;182:51-55.

Martin AC, Thomas W, Mahir Z, et al. Direct oral anticoagulant
concentrations in obese and high body weight patients: a cohort
study. Thromb Haemost. 2021;121(2):224-233.

Cohen AT, Pan S, Byon W, Ilyas BS, Taylor T, Lee TC. Efficacy,
safety, and exposure of apixaban in patients with high body weight
or obesity and venous thromboembolism: from
AMPLIFY. Adv Ther. 2021;38(6):3003-3018.

Crouch A, Ng TH, Kelley D, Knight T, Edwin S, Giuliano C.
Multi-center retrospective study evaluating the efficacy and
safety of apixaban versus warfarin for treatment of venous throm-
boembolism in patients with severe obesity. Pharmacotherapy.
2022;42(2):119-133.

Kushnir M, Choi Y, Eisenberg R, et al. Efficacy and safety of
direct oral factor Xa inhibitors compared with warfarin in patients
with morbid obesity: a single-centre, retrospective analysis of
chart data. Lancet Haematol. 2019;6(7):€359-e¢365.

Cohen A, Sah J, Lee T, et al. Effectiveness and safety of apixaban
vs. warfarin in venous thromboembolism patients with obesity and
morbid obesity. J Clin Med. 2021;10(2):200.

Hohnloser SH, Fudim M, Alexander JH, et al. Efficacy and
safety of apixaban versus warfarin in patients with atrial fibril-

insights

lation and extremes in body weight. Circulation. 2019;139(20):
2292-2300.

Al Sulaiman K, Badreldin HA, Korayem GB, et al. Evaluation of
apixaban safety and effectiveness in morbidly obese patients with
atrial fibrillation: a retrospective cohort study. Thromb J.
2022;20(1):25.

Kubitza D, Becka M, Zuehlsdorf M, Mueck W. Body weight has
limited influence on the safety, tolerability, pharmacokinetics, or
pharmacodynamics of rivaroxaban (BAY 59-7939) in healthy
subjects. J Clin Pharmacol. 2007;47(2):218-226.

Arachchillage D, Reynolds R, Devey T, Maclean R, Kitchen S, van
Veen JJ. Effect of extremes of body weight on drug level in patient
treated with standard dose of rivaroxaban for venous thromboembo-
lism; real life experience. Thromb Res. 2016;147:32-35.


https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/202155s034lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/202155s034lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/202155s034lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/022512s048lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/022512s048lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/022512s048lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208383s007lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208383s007lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208383s007lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/206316s017lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/206316s017lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/206316s017lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/022406Orig1s039,202439Orig1s038correctedlbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/022406Orig1s039,202439Orig1s038correctedlbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/022406Orig1s039,202439Orig1s038correctedlbl.pdf

Zhao et al

17

33.

34.

35.

36.

37.

38.

39.

Mueck W, Lensing AW, Agnelli G, Decousus H, Prandoni P,
Misselwitz F. Rivaroxaban: population pharmacokinetic analyses
in patients treated for acute deep-vein thrombosis and exposure
simulations in patients with atrial fibrillation treated for stroke pre-
vention. Clin Pharmacokinet. 2011;50(10):675-686.

Barsam SJ, Patel JP, Roberts LN, et al. The impact of body weight
on rivaroxaban pharmacokinetics. Res Pract Thromb Haemost.
2017;1(2):180-187.

Willmann S, Zhang L, Frede M, et al. Integrated population
pharmacokinetic analysis of rivaroxaban across multiple patient
populations. CPT Pharmacometrics Syst Pharmacol. 2018;
7(5):309-320.

Speed V, Green B, Roberts LN, et al. Fixed dose rivaroxaban can
be used in extremes of bodyweight: a population pharmacokinetic
analysis. J Thromb Haemost. 2020;18(9):2296-2307.

Costa OS, Beyer-Westendorf J, Ashton V, et al. Effectiveness and
safety of rivaroxaban versus warfarin in obese patients with acute
venous thromboembolism: analysis of electronic health record
data. J Thromb Thrombolysis. 2021;51(2):349-358.

Berger JS, Laliberté F, Kharat A, et al. Effectiveness, safety, and
healthcare costs associated with rivaroxaban versus warfarin
among venous thromboembolism patients with obesity: a real-
world study in the United States. J Thromb Thrombolysis.
2022;54(3):438-448.

Spyropoulos AC, Ashton V, Chen YW, Wu B, Peterson ED.
Rivaroxaban versus warfarin treatment among morbidly obese

40.

41.

42.

43.

44,

45.

patients with venous thromboembolism: comparative effective-
ness, safety, and costs. Thromb Res. 2019;182:159-166.

Weaver P, Ng TH, Breeden T, Edwin SB, Haan B, Giuliano C.
Management of venous thromboembolism in morbid obesity
with rivaroxaban or warfarin. Ann Pharmacother. 2022;56(12):
1315-1324.

Alberts MJ, He J, Kharat A, Ashton V. Effectiveness and safety of
rivaroxaban versus warfarin among nonvalvular atrial fibrillation
patients with obesity and polypharmacy. Am J Cardiovasc
Drugs. 2022;22(4):425-436.

Berger JS, Laliberté F, Kharat A, et al. Real-world effectiveness
and safety of rivaroxaban versus warfarin among non-valvular
atrial fibrillation patients with obesity in a US population. Curr
Med Res Opin. 2021;37(6):881-890.

Weir MR, Chen YW, He J, Bookhart B, Campbell A, Ashton V.
Effectiveness and safety of rivaroxaban versus warfarin among
nonvalvular atrial fibrillation patients with obesity and diabetes.
J Diabetes Complications. 2021;35(11):108029.

Boriani G, Ruff CT, Kuder JF, et al. Relationship between body
mass index and outcomes in patients with atrial fibrillation
treated with edoxaban or warfarin in the ENGAGE AF-TIMI 48
trial. Eur Heart J. 2019;40(19):1541-1550.

Boriani G, De Caterina R, Manu MC, Souza J, Pecen L, Kirchhof
P. Impact of weight on clinical outcomes of edoxaban therapy in
atrial fibrillation patients included in the ETNA-AF-Europe
Registry. J Clin Med. 2021;10(13):2879.



	 Introduction
	 Materials and Methods
	 Results and Discussions
	 Dabigatran
	 Apixaban
	 Rivaroxaban
	 Edoxaban
	 Betrixaban
	 Limitations

	 Conclusion
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /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 false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


