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Level of evidence Methodologic quality of
supporting evidence

A High quality evidence Consistent evidence from RCTs without
important limitations

B Moderate-quality evidence Evidence from RCTs with important
limitationsor very strong evidence from
observational studies

C Low or very-low quality evidence Evidence for at least one critical outcome
from observational studies, case series of
RCTs with flaws

Grade 1 recommendation Desirable effects clearly outweigh

undesirable effects or vice versa

Grade 2 recommendation Desirable effects closely balanced with
undesirable effects
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THR and TKR * LMWH (e.g. enoxaparine 40 mg od or 30 mg bid) 1A
* Fondaparinux 2.5 mg od
* VKA (INR 2-3)
* during at least 10 days 1A
* possibly 35 days 1A (THR), 2B (TKR)
Hip fracture * Fondaparinux 2.5 mg od 1A
* LMWH (e.g. enoxaparine 40 mg od or 30 mg bid) 1C
* VKA (INR 2-3) 1C
1 ( *
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No patients Ext. Prophyl. Controls Peto OR
With LMWH

Bergqvist 2/131 10/131 0.25
Dahl 227 4/117 6/110 0.62
Heit 1195 7/607 10/588 0.68
Hull 424 4/291 3/133 0.58
Lassen 281 2/140 3/141 0.67
Planes 179 3/90 7/89 0.43
Pooled 2568 22/1376 39/1192 0.50 (0.30-0.83)

991 B 5.
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Low risk * |In patients w/o risk factors, no prophylaxis but 1A
early deambulation
Moderate risk * LMWH 1A

* Low-dose UFH or
* Fondaparinux

Higher risk * LMWH 1A
* Low-dose UFH (tid) or
* Fondaparinux

High risk patients * Combine pharmacologic and mechanical methods 1C

High bleeding risk * Mechanical prophylaxis and, if risk diminishes, 1C
substitute for or add pharmacologic prophylaxis

Post-discharge * Until discharge 1A
* in selected patients, LMWH up to 28 days post 2A
discharge
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Laparoscopic
surgery

Laparoscopic
surgery
High-risk patients

Bariatricsurgery

* No routine prophylaxis 1A

Low-dose UFH 1C
LMWH

fondaparinuxor

Intermittentpneumatic compression

LMWH 1C
Low-dose UFH tid or
Fondaparinux

with higher doses than usually 2C
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Medical patients * Low-dose UFH 1A
 LMWH
* Fondaparinux
* Mechanical

Cancer patients * with acute medical illness, routine use 1A

* against routine primary prevention 1C

Critical care * Routine use in most cases 1A

Long-distance * General measures 1C

travel * if additional risk factors compression stockingsor 2C
LMWH

* againstaspirin (1B) 1B
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Probability of Survival

No. AT Risk

Total

Placebo
Enoxaparin, 20 mg
Enoxaparin, 40 mg

0.954

0.904

0.854

0.80

—__ Enoxaparin, 40 mg
.
N
""" ", Placebo _
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History of 11 .62 (0.93-2.75)
malignancy 1]
2.06 (1.10-3.69)
History of VTE 1

Acute infectious 1,74 (112-2,75)

disease

1.03 (1.00-1.06)
Age >75 years
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Figure I: Independent risk factors for VTE in acutely ill medical
patients in the MEDENOX study (34).VTE, venous thromboembol-|

ism.
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Consensus view only:

* Inflammatory bowel disease

* Inflammatory disorder with immability

! WANRA IS WY
* Pregnancy/postpartum
* Nephrotic syndrome
* Dehydration
« Thrombophilia
« Thrombocytosis

[

[

YES l YES

| Is pharmacological thromboprophylaxis contraindicated? I YES

T
NO

LMWH (enoxaparin 40 mg o.d. or
dalteparin 5000 IU o.d.) or UFH (5000 |U q8h)

(LMWH preferred due to better safety profile)

LMWH, low-molecular-weight heparin; M, myocardial infarction; NYHA, New York Heart Association; o.d., once daily;
UFH, unfractionated heparin; VTE, venous thromboembolism.
*Equivalent to the evidence used by the American College of Chest Physicians for a Grade 1A recommendation (101).
"Note: the patient's risk of hemorrhagic transformation should be assessed before giving thromboprophylaxis.
*Medical outpatients whose acute medical illness is not included in the risk-assessment model should be considered for
h prophylaxis on a case-by basis depending on the severity of their acute medical iliness and their risk factors.
SEvidence-based primarily on subanalyses of the MEDENOX study (34, 35).
!IBased on generalizations from randomized trials in other patient groups.

Mechanical thromboprophylaxis
with graduated compression
stockings or intermittent
pneumatic compression is
recommended
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LMWH
UFH 1A
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Fondaparinux
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Recurrent VTE, %

45% 39.9%
40% - &

35% -
30% - 'S
25% 19.6%
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What Is idiopathic or secondary VTE ?
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Fondaparinux (N=1103) UFH (N=1110)

Fatal PE 16 (1.5 %) 15 (1.4 %)
Non-fatal PE or DVT 26 (2.4 %) 41 (3.6 %)
Total symptomatic recurrent VTE 42 ( 3.8%) 56 (5.0 %)
— ) |

_3009 D= 3.5%

3.0% 1,29 0 0.5%

Fondaparinux - UFH (95 % CI )
|
2 0 3.2% 4.5 %
) ‘ 5.2% ‘ ‘ 6.3 %
2% 4% 6% 8%
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How long to give prophylaxis?

Duration of prophylaxis

LMWH (1A), VKA (1A) or
fondaparinux (1C+)

Hip #: fondaparinux (1A),
LMWH (1C+) or VKA (1C+)

Topic 2004 g c\stS
Major orthopedic Start be based or = ('\S\A 0 .
surgery efficacy-t~ \0(\() -1y (1A)

Start of prophylaxis ‘t\rn‘.\ 25 For patients given

%\ fondaparinux, start at
‘\'\6( S\ ‘\) 6\50\'\?’}:?pr; g:g least 6 hs after surgery

L\ a\\ O \\J a“e( postoperative (1A) (1A)

M: 05‘5\‘0“.\,— TKR: > 10 d (1A) All: at least 10 d (1A)
Sur\\p s THR: 28-35 d (1A) with TKR: up to 35 d (2B)

With LMWH, VKA or
fondaparinux (all 1C)

THR: up to 35 d (1A) with
LMWH (1A), VKA (1B) or
fondaparinux (1C)

Hip #: fondaparinux (1A),
LMWH (1C) or VKA (1C)




Extension of anticoagulant treatment
beyond 3 to 6 months

For 1000 patient-years

Death by Death by

PE recurrence major bleed

80 VTE recurrences 20 to 60 bleeds
Case-fatality rate 4-12% Case-fatality rate 10%
3 to 10 deaths 2 to 6 deaths
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idiopathic VTE:
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Comparison of four upcoming novel
specific oral anticoagulants

Drug Company | Half-life | Bioavaila- Elimination Dosage
bilit
Class y (oral)
Apixaban BMS/ 8-15 50-85% 25% renal b.i.d.
anti-Xa Pfizer 75% biliary
Edoxaban Daiichi- 10 50% 33% renal o.d.
anti-Xa sankyo 66% biliary
Rivaroxaban Bayer/ 5-13 >80% 33% renal 0.d.
- (unchanged)
anti-Xa J&J 339 renal
(inactive metabolites)

33% biliary
Dabigatran B-I 14-17 5% 80% renal 0.d.
DTI 20% biliary




EINSTEIN-EXT Study for VTE secondary
prevention: Unmonitored rivaroxaban 20 mg od vs placebo

Mean treatment Rivaroxaban Placebo
period: 190 days (n=602) (n=594)
Symptomatic 8 (1.3%) 42 (7.1%)
recurrent VTE HR 0.18 (0.09-0.39)
p<0.0001
Major bleeding 4 (0.7%) 0
p=0.106

Buller HR et al. ASH Proceedings, 2009 (Dec. 8)
Late breaking abstracts session
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