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Putting It Into Perspective

PE kills more people each year than

HIV, car accidents, and breast Annual Deathsn the United States
= = A 350,000
. ' 300,000
Ol y GéanhiKed 300,000
y 250,000
I Up to 300,000 people a year 200,000
die from PE in the US 150,000
i Itis the third most common 199990 15540 24,500
. ) 50,000 : 9600 d
cardiovascular illness 5 '
I Direct annual payer cost in Breast  AIDS* Car PE**
the US have been estimated Rl Accidents*
at 1.5 billiort * CDC 2008

** Consensus Estimates range from 100,000 to 300,000

1. Rathbun S. Circulation. 2009; 119(15) e480-e482. 2. Tapson VF. N Engl J Med. 2008;358: 1037-1052. 3. Goldhaber SZ. J
Am Coll Cardiol. 1992, 19: (2): 246-247. 4. Macdougall DA et al. Am J Health-Syst Pharm. 2006;63(20 suppl 6):S5-S15.



Trends In VTE: Prevalence to
Double by 2050

Projected VTE Rates (2006-2050)*
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2016 Updated VTE Guidelines/ Guidance Statement
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AC Forum

A The Anticoagulation Forum is the largest peer
organization of anticoagulation service providers in
North America.

A The board of directors (composed of members from
multiple disciplines) come together to formulate a set
of guidelines that is not only based on evidence but
also expert opinion and experience.

A The guidelines cover all aspects of treatment and
management of DVT and PE. -
THROMBOSIS i

A Free open access to all manuscripts at: THEOMBRLYSS



http://acforum.org/landing/index.html
http://acforum.org/landing/index.html

Topic New! Changed New evidencebut no
change

Choice of long term
(first 3mo) and
extended
anticoagulant
therapy

Whetherto treat a
subsegmentaPE

Aspirin for
extended treatment
of VTE

Management of
Recurrent VTE on
Anticoagulant
Therapy




Topic New! Changed New evidencebut
no change

Duration of
treatment

Use of Compressior "H
Stockings to

Prevent Post

Thrombotic

Syndrome

Whether and How "H
to Prescribe

Anticoagulants to

Patients with

Isolated Distal DVT

CatheterDirected "H
Thrombolysis for

Acute DVT of the

Leg

Role of IVC Filters ir "H
Addition to

Anticoagulation for

Acute DVT or PE



Topic New! Changed New evidencebut no
change

Treatment of Acute
Pulmonary
Embolism Out of
Hospital

Systemic
Thrombolytic

Therapy for
Pulmonary
Embolism

Thrombolytic
Therapy in Patients
with Upper
Extremity DVT




TOPICS

A Catheter related thrombosis

A Calf vein thrombosis and extensive DVT
A Risk stratification and Treatment of PE
A Duration of anticoagulation for VTE

A Management of recurrent VTE on AC



DOACSs vs NOACSs

Jorrmad of” Thre ix aerd Fleresma ix, 13 11541156 DAL 10111 fjih.

RECOMMENDATIONS AND GUIDELINES

Recommendation on the nomenclature for oral anticoagulants:
communication from the SSC of the ISTH

5, W AGENO, f J. ANSELLY and 5. KAATZ § FOR THE SUBCOMMITTEE ON THE
1OL OF ANTICOAGULATION
for Heal = of A MI, UISA; 0
Kaly; tDwepartn nal | uial, MNew

n State Lind Fi M, LEA

Scope and methodology

Oral anticoagulants are wsed to prevent and treal a wide nol receiving the critical therapy

range of thromboembohc disea rrently  avalable There a clear need to reach a consens on Lthe
oral anticoagulants include the vitamin K antagonists nomeandature of oral anticoagulants, and several experts
(VEA z arfarin. VE. due i have called [or consen around the nomenclature for
functional vitamin K-dependent fctors (factor T1, . oral anbeoagulants [2,4-7)

FIX, FX, a5 well as protein C and protein ) by interfer- We amed to develc dance from the Control

i itamin K re vile, The newer oral anti- Anticoazulation :




CASE #1

A 55 year old woman being treated fosteomyelitis

of the spine develops right upper extremity swelling.
U/S reveals a DVT In tkabclaviarand axillaryvein.
She has a PICC line in that arm. She needs 4 more
weeks of antibiotics. You start anticoagulation. Do
you need to pull the line?

a. Yes
b. NoO



Upper Extremity DVT

Unfractionated heparin or low-molecular-weight heparin for at least 5 days
(grade |, class C)

Initial Treatment

Remove catheter (after 3-
5 dayS Of antlcoag L”atlon If Catheter removal not routinely No SVC filter placement except failure

recommended (grade Il, class C) of or contraindication to anticoagulation

pOSSIble) If: (grade 11, class C)

Infection

Malfunction A , _ A
. . No_nmasswe DVT of upper extremity Massive DVT of upper extremity

AC contraindicated

AC failed

Cath not needed

No thrombolysis, catheter Catheter-directed Catheter interventions or
intervention, surgery, or thrombolysis surgical procedures (only
staged procedures (if bleeding risk is low) if persistent symptoms and
(grade |, class C) (grade Il, class C) signs and failure of anti-
coagulation or thrombolysis)
Long-Term (grade Il, class C)
Treatment

Vitamin K antagonist for 23 mo
(grade |, class C)

The NEW ENGLAND
JOURNAL of MEDICINE

KuchemN. NEnglJ Med 2011



Upper Extremity DVT

ACCP 2012 UE DVT (Stephan Moli D, CLOTCONNECT.ORG)

If DVT that involves the axillary or more proximal veins, anticoagulation
therapy alone is suggested, rather than thrombolytic therapy. Length of
anticoagulation: at least 3 months.

In upper extremity DVT not associated with a central venous catheter: 3
months of anticoagulation is recommended.

In upper extremity DVT associated with a central venous catheter:

o Suggestion is to not remove the catheter if it is functional and there is

an ongoing need for the catheter. Anticoagulation should be given as
long as the catheter is in place.

If the catheter is removed, anticoagulation should continue for 3
months thereafter.




Thrombolytic Therapy in Patients with Upper

Extremity DVT

A Panel suggests the use of thrombolysis will
only benefit patients who meet the following
criteria:

- Severe symptoms

|
I Symptoms <14 days
s
|

Good functional status

I Thrombus involving most of theubclaviarand

axillary vein
[ ATS SELISOGlIyOed x M &SI
Low risk for bleeding



Thrombolytic Therapy in Patients with Upper
Extremity DVT

2012 PAONS

In patients with acute UEDVT the In patients with acute UEDVT the
Involves the axillary or more Involves the axillary or more
proximal veins, we suggest proximal veins, we suggest

anticoagulant therapy alone over anticoagulant therapy alone over
thrombolysis(Grade 2C) thrombolysis(Grade 2C).




CASE #2

A 45 year old man presents with moderate
calf pain and swelling for 5 days since he was

kicked playing soccer. Ultrasound shows DVT
In the posteriortibeal vein. Does he need
anticoagulation?

a) Yes
b) No




NEW CHEST GUIDELINES

Kearon et al CHEST 2016

In patients with acute isolated
distal DVT (IDDVT) of the leg
and without severe symptoms
or risk factors for extension,
we suggest serial imaging of
the deep veins for 2 weeks
over initial anticoagulation
(Grade 2C).



ISOLATED DISTAL DVT
ant/posttibeal, peroneal

TREATMENT HIGH RISK
LOW RISK A + ddimer
u/s 1-2 weeks and treat A severe symptoms

only if extends proximally A cancer
A VTE history

HIGH RISK A no reversible provoking factor
treatment same as proximal A hospitalized
DVT A near proximal veins

A >5 cm longmult veins, > 7
mm



lllofemoral Venous Thrombosis

Popliteal segment
of femoral vein

A common femoral+iliac
veins

A 25% of symptomatic LE DVT
Am t ¢
Am NBOdMzNNBY O =+ (

PMID: 21722789, 19017588, 11343664



CaVenTral

A Randomized, open label, 209 patients
A DVT above mithigh level
I Stratified for pelvic involvement
A Intervention: CDT witht-PA Alteplase
A Control: LMWH + warfarin
A Outcome:
I Frequency of PT¥I(lalta) 24 months
I lliofemoral patency 6 months

PMID: 22172244 (2012)



CaVenTlrial: 5Year FU

Adjunctive catheter-directed Standard treatment (n=89) p value* Risk difference

thrombolysis (n=87) (absolute risk
reduction)

Post-thrombotic syndrome 37 42-5% (32-7-53-0) 63 70-8% (60-6-79-3) <0-0001 28% (14-42)
Villalta severity category
Mild (score 5-9) 31/37 83.8% (68-5-92.7) 49/63 77-8%
Moderate (score 10-14) 2/37 5-4% (0-57-18-6) 13/63 20-6%

66-0-86-4)
12.3-32:3)

60-6-79-5) 0-218 -8% (-21t0 5)
5.2-90-5) <0-0004 22% (10-35)

lliofemoral patencyt 68/86 79-1% (69-2-86-4) 61/86 70-9%
Femoropopliteal reflux 54/87 62-1% (51-6-71-6) 75/89 84-3%

(
(
Severe (score >14) 4/37 10-8% (3-7-25-3) 1/63 1-6% (0-0-9-3)
(
(7

Data are n, n/N, or % (95% Cl), unless otherwise stated.*y2 test. tFour patients had inconclusive iliofemoral patency assessments at 5 years.

PMID: 26853645 (2016)



ACCP Guidelines 2016

A 16. In patients with acute proximal DVT of the leg, we sugges
anticoagulant therapy alone over CDT (Grade 2C).

GXLI OASYGa 6K2 NB Yz2aid f A]StH
liofemoral DVT, symptoms for < 14 days, good functional status,
f ATS SELISOUlIyOeée 2F x M &SI NX

PMID: 26867832 (2016)



2012 2016

In patients with acute proximal DVT In patients with acute proximal DVT
of the leg, we suggest anticoagulant of the leg, recommend anticoagulant
therapy alone over cathetedirected therapy alone over cathetedirected
thrombolysis (CDT)Grade 2C) thrombolysis (Grade 2C).




CASE #3

A 55 yeaiold man presents witpleuritic

chest pain. His BP is 120/70, HR 105, RR is 1
and his O2 sat I1s 97%. His physical exam Is
unremarkable. A chest CT shows multiple
pulmonary emboli. ECG is normal.



CASE #3

What Is this patient's risk of early mortality
related to PE?

A) 1%
B) 10%
C) 20%



Pulmonary Embolism Severity Index
Estimates the risk of 3@ay mortality from PE

Table 1 Points assigned to prognostic variables in the prognostic
model

Prognostic variables Points
assigned

Demographics
Age (years) Age
Male sex +10
Comorbid conditions
Cancer +30
Heart failure +10
Chronic lung disease +10
Clinical findings
Pulse >110 per minute +20
Systolic blood pressure <100 mmHg +30
Respiratory rate >30 per minute +20

Temperature < 36°C +20 . . .
Altefed mental status® Il otal point score obtained by summing

Arterial oxygen saturation <90%" +20 patients age in years and the points for
each applicable characteristic

| (Very Low) <66
Il (Low) 66-85

[l (Intermed) 86-105
IV (High) 106-125
V (Very High) >125

Aujesky D et al, Eur Heart J 2006; 27:476-481.



Simplification of the Pulmonary Embolism
Severity Index for Prognostication in Patients

With Acute Symptomatic Pulmonary Embolism

David Jiménez, MD, PhD; Drahomir Aujesky, MD; Lisa Moores, MD; Vicente Gomez, MD;
José Luis Lobo, MD, PhD; Fernando Uresandi, MD, PhD: Remedios Otero, MD, PhD
Manuel Monreal, MD, PhD; Alfonso Muriel, MSc; Roger D. Yusen, MD; for the RIETE Investigators

Simplified Version
(Score > 1 = high risk)

-age >80y Patients in Simplified PESI:

- history of cancer Low risk 30-day mortality of 1%

- COPD High risk 30-day mortality of 10.9%
-pul sebpml10

- BP <100 mmHg Estimates the risk of

_art 02 sat < 90% 30-day mortality from PE

Arch Intern Med 2010; 170: 1383



Case #3

The patient has no contraindications to anticoagulant
therapy and she is willing to follow your
recommendations. In fact, she has seen several TV
advertisements for DOACSs. At this point how would y
treat the patient?

a) Administer systemitirombolyticsper protocol
b) Initiate either IV heparin drip or SC LMWH therapy

Cc) Initiate either inpatient or outpatiendo rivaroxaban
or apixabanafter a period of observation



Case #3

You decide to
a) Admit patient for anticoagulation and monitoring

b) Discharge patient to home with LMWiHrfarin,
rivaroxaban or apixabanand arrange close follow
up as outpatient



ACCP 2016:
Choice of Long Term%3B Months) & Extended
Anticoagulant Therapy

A In patients with DVT of the leg or PE (w/o active
cancer):

i5h!/ Qa I N5 LINBETSNNBR 2JSN.
I Warfarin preferred over LMWH (Grade 2C)

I No one DOAC is preferred over the other

I Extended treatment w/ DOACSs reduces recurrent
VTE and is associated with less bleeding risks

Kearon C, et al. CHEST Guideline, Chest. 2016.



ACCP 2016:
Outpatient Treatment of Low Risk PE

Suitable for outpatient treatment:

1. No contraindications (recent bleeding, severe renal/liver diseas
or severe thrombocytopenia)

2. Expected to be compliant with treatment
3. Feels well enough to be treated at home

A Clinical prediction rules such as PESI (<85 or simplified
score 0) can identify low-risk patients

A Echo and biomarkers not routinely recommended

A If noted, RV dysfunction or increased biomarker levels
should discourage home treatment

Kearon C, et al. CHEST Guideline, Chest. 2016.



Outpatient Treatment of
Pulmonary Embolism (OPTE)

outcome Out In Differencein p value
N=171 N=168 %age

Recurrent 1
VTE

Major bleed* 3

Mortality 1

A Excluded: O2 sat < 90%, SBP<100, chest pain active or high risk
bleeding recent CVA GIB in past 2 wegkss 75K crcl< 30,
wt > 150 kg, anticoagulation failure, poor follow up

A If discharged called every day for one week

A major bleeds2 IM hematomas day 3/13; 1 DUB day 50

AujeskyD. et al. Lancet. 2011 Jul 2;378



Echocardiogram and PE Prognosis

Meta-analysis - RV dysfunction as a prognostic factor
In stable patients with PE

A 12 trials, 3283 hemodynamically stable patients with acute
PE
U 1223 patients (37.3%) RVD+
U 2060 patients (62.7%) RVD-

RVD{+) RVD{(-) Odds Ratio Odds Ratio

~StudvorSubaroyp ____ Events Total Events Total Weiqht #M-H Random, 95% C1_Year M-H Random. 95%Cl
Grifoni et al 2000 4 65 3 97 46% 205 (0.44,5.50] 2000
Yalamanchili et al 2004 - 25 8 66 6.0% 1.38[0.38,5.07) 2004
Kucher et al 2005 65 405 59 630 24.7% 1.85(1.27,2.70] 2005
M O RTAL ITY Sukhija et al 2005 21 64 6 126 95% 9 7713.70,2581) 2005
Pieralli et al 2006 35 0 26 13% 7[0.39, u 15] 2006
Gnfonl et al 2006 2 146 21 155 16.2% 1 26 [0.67,2.37) 2006
0 Logear et al 2007 36 0 3N 1% 266010, br 72] 2007
167/1223 (13.7 A)) Jimenez et al 2007 86 3 128 46% 203(0.44,932) 2007
Palmieri et al 2008 48 4 41 6.2% 1.85[051,6.66) 2008
Gallotta et al 2008 65 2 25 43% 209(042,10.30) 2008
134/2060 (65%) Jimenez et al 2011 120 24 471 14.8% 2.46[1.23,4.92) 2011
Stein et al 2011 8 128 264 6.7% 433[1.28,1467] 2011

Total (95% CI) 1223 2060 100.0% 2.29 [1.61, 3.26)
Total events 167 134
Heterogeneity. Tau*= 0.09, Chi*= 1532, df=11 (P=0.17), F= 28%

Test for overall effect Z= 4 62 (P < 0.00001)

Cho JH, et al. BMC Cardiovascular Disorders. 2014:14:64.




ACCP Guidelines for Outpatient Treatment
of Patients With DVT/PE

Current guidelines recommend initial Current guidelines recommend early
treatment at home over treatmentin- discharge over standardischarge
hospital (Grade 1B) (Grade 2B)

These recommendations are contingent on adequate home

circumstances, including:
DPatient feeling well enougfor

home treatment

DiVellkmaintained living conditions

D&trong support network D2bility to be promptly rehospitalized

DPhone access



Hospitalizations and Othétealthcare Resource
Utilizationamong Patients witlbeep Vein
Thrombosislreated withRivaroxabarwversusLow
Molecular Weight Hepariand Warfarin in the
Outpatient Setting

DeitelzweidS,LalibertéF, Crivera C, et dllospitalizations and Utilization of Other
Healthcare Resources among Patients with Deep Vein Thrombosis Treated with
Rivaroxabamwersus LowMolecularWeight Heparin an@Varfarinin the Outpatient
Setting.Clinical Therapeutic2016; [In press]



Study Results

eHosp. [95%
1 0.033[i 0.066; 0.001];
P =0.058
A

&eHosp. [95% Cfl] = N
10.023 [ 0.051; 0.008];
P=0.112
eHosp. [95% (;zi] ZN N
10.026 [1 0.050; 1 0.002];

P =0.040
A

®eHosp. [95% CI] = N
10.020 [i 0.039; i 0.002];
P =0.044
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Within 1 week Within 2 weeks Within 3 weeks Within 4 weeks
Rivaroxaban Cohort ®m LMWH/warfarin Cohort

Figure 1. All-Cause Hospitalization i Matched Rivaroxaban and LMWH/Warfarin Users



Study Results

Assoclated Healthcare Costs:

All-cause total healthcare costs were significantly lowerifcairoxaban
users compared to LMWH/warfarin users over 1 week ($2y332

$3,428; P <0.001) and 2 weeks ($3,¥684,524; P <0.001) and were
numerically (but not statistically significantly) lower over 3 and 4 weeks

All-cause hospitalization costs were significantly lowerifcaroxaban
users compared to LMWH/warfarin users over 1 week ($6&8873; P

= 0.014) and 2 weeks ($466%$1,342; P = 0.036) and were numerically
(but not statistically significantly) lower over 3 and 4 weeks

The pharmacy costs were significantly lower for patients treated with
rivaroxabanover 1, 2, 3, and 4 weeks (P <0.001), wihroxaban

users incurring about half the cost of the LMWH/warfarin users over
the first 2 weeks



ACCP 2016 VTE Treatment

SubsegmentdPE

A SubsegmentdPE: confined to thesubsegmentapulmonary
artery

I A truesubsegmentaPE is thought to be likely to have
arisen from a small DVT.

A Unclearhow clinically relevant these everdse,
and thus unclear whether or not to treat these events with
anticoagulants as risk may be > benefit

A Diagnosis is more likely to be a false positive finding
compared to a diagnosis of PE in the segmental or more
proximal pulmonary arteries




SubsegmentdPE

A With new advancements in imaging, diagnosis of
these events has increased.

A In patients diagnosed with subsegmentaPE
and confirmed to have no proximal DVT and
have a low risk for a recurrent clotting event,
surveillance is recommended over
anticoagulation (Grade 2C)

A But if patient has a high risk for recurrent VTE,
anticoagulation is recommended over
surveillance (Grade 2C).



Comparison of NOAC Trials in DVT/PE
Treatment: Study Designs

XARELTO® ELIQUIS® PRADAXA® LIXIANA®
(rivaroxaban (apixaban) (dabigatran) (edoxaban)
Trials EINSTEIN DVT & PE AMPLIFY RECOVER | & Il HOKUSAI VTE
Sample size, n (%) N=8282 N=5395 N=5107 N=8240
PE patients, n (%) 4832 (58) 1836 (34) ~31% 3319 (40)
Active cancer**, n (%) 430 (5.3) 143 (2.7) ~4.7% 208 (2.5)Y
Unprovoked, n (%) 5255 (63) 4845 (90) N/A 5410 (66)
Regimen Single oral agent  Single oral agent Ir_1itia| Hepa_rin Ir_1itia| Hepa_rin
concept concept Bridge Required Bridge Required

15mg bid x21d, 10mgbidx7d, LMWH/UFHx5-10d, LMWH/UFH x 5-12 d,
Dosing then 20 mg qd then 5 mg bid then 150 mg bid then 60 mg qd
[3, 6, or 12 mo] [6 mO] [6 mO] [3, 6, or 12 mo]

*Postrandomization.
**At baseline.

A D o u-dumeny period i oral drug only, dabigatran vs warfarin.
YHOKUSAI enrolled 771(9.3%) patients with cancer listed as the cause of DVT or PE.
For Presentation Only i Not intended for data comparison.




DVT/PE Labels:
Treatment

XARELTO® ELIQUIS® PRADAXA® LIXIANA®
(rivaroxaban (apixaban) (dabigatran) (edoxaban)

15mg bid x21d, 10mgbidx7d, LMWH/UFHx5-10d, LMWH/UFH x 5-12d,

Dosing then 20 mg qd then 5 mg bid then 150 mg bid then 60 mg qd
[3, 6, or 12 mo] [6 MO] [6 mO] [3, 6, or 12 mo]
Efficacy Noninferior Noninferior Noninferior Noninferior

Noninferior *

_ _ N o I ) o
Major Bleeding D 46% D 69% B 40%A Noninferior
o - D 38%* <
0 - N 0
MB/CRNMB Noninferior D 56% B 24%A D 19%
L - 30 mg qd if
. Avoid if Avoid if -
Renal Adjustment CrCL<30 mL/min PK/PD CrCL<30 mL/min CrCL 30-50 mL/min;

Avoid if <30 mL/min

*Postrandomization.

ADoubl e du ninosal duganly, dabigatran vs warfarin.
For Presentation Only T Not intended for data comparison.




Relative Comparison of DOACSs

VTE recurrence and rates of major or CRNM bleeding in VTE studies that
compared DOACs with either LMWH and VKAs or VKAs

RE-MEDY
N=2856

Perfect
Outcome

AMPLIFY
N=5400
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Hokusai-VTE

N=8292 EINSTEIN-DVT

N=3449

1
Major or CRNM bleeding (HR [95%Cl])

Reproduced with permission from Dr Cohen. Cohen AT et al. Adv Ther. 2014;31:473-493. 43



When should you use a new oral
anticoagulant?

A Your patient is adherent

A Your patient has a poor INR control (TTR <
60%)

A Your patient has good renal function
(creatinine clearance 50 ml/min or better)

A Your patient has good hepatic function
(AST/ALT and bilirubin normal or < 2x ULN)



When should you avoid a new oral

A Your
A Your

anticoagulant?

patient is poorly adherent
patient has poor renal or hepatic

function

A Your

patient is on strong-glycoprotein or CYP

3A4 Inhibitors/inducers

A Your
A Your
A Your

patient Is pregnant
natient Is on dual anplatelet therapy
patient has cancerprobably changing




CatheterBased Thrombus Removal for the
Initial Treatment of PE

A Evidence for the use of CDT compared with
anticoagulation alone, CDT compared to systemic
thrombolytic therapy, and cathetdbased
treatment without thrombolytic therapy is low
guality and recommendations made are weak.

A CDT may be more effective than systemic
thrombolysis:

I Achieves a higher local concentration of thrombolytic
drug by infusing the drug directly into the PE itself.

I Fragmentation of the thrombus due to the placement
of the catheter may enhance pharmacologic or
endogenous thrombolysis



CatheterBased Thrombus Removal for the Initial Treatment of P

2012 2016

In patients with acute PE associated In patients with acute PE associated
with hypotension and who havei) with hypotension and who havei)
contraindications to thrombolysis, (ii) high bleeding risk, (ii) failed

failed thrombolysis, or (iii) shock that thrombolysis, or (iii) shock that is

is likely to cause death before likely to cause death before systemic
systemic thrombolysis can take effec thrombolysis can take effectgg,

(eg, within hours), if appropriate within hours), if appropriate
expertise and resources are avalil expertise and resources are avalil
able, we suggest catheteaissisted able, we suggest catheteassisted
thrombus removal over no such thrombus removal over no such
intervention (Grade 2C) intervention (Grade 2C)

In patients with acute PE, when a In patientswith acute PE who are

thrombolytic agent is used, we treated with a thrombolytic agent,

suggest administration through a we suggest systemic thrombolytic

peripheral vein over a pulmonary therapy using a peripheral vein over

artery catheter(Grade 2C) catheter directed thrombolysis (CDT
(Grade 2C).




Case #4

A 65 year old man with history of HTN and
hyerlipidemials admitted with a new PE. He
IS on ASA anslatin. He Is started on LMWH
and bridged towvarfarin. You:

A) stop his aspirin now that he is a@arfarin
due to concerns of increased risk of bleeding

B) continue ASA for primary prophylaxis



Risk of Bleeding With Single, Dual, or Triple Therapy Wit
Warfarin Aspirin, andClopidogrein Patients WithAtrial
Fibrillation

warfarin + asa= 2x
warfarin + asa + clopidigrel=3x

Hansen M et al. Arch Intern Med. 2010

Copyright © 2012 American Medical

DRUTER I e le SO0 Association. All rights reserved.



