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A SIx weeks versus six months.
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1999

A A comparison of three months of
anticoagulation with extended
anticoagulation for a first episode of
idiopathic venous thromboembaolism.

A3 mlNs2ce versus 27 ml
A Kearon
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Placebo 83
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Kearon C et al. N Engl J Med 1999;340:901-907. B T RAL A DICINE




2001

A Three months versus one year of oral
anticoagulant therapy for idiopathic
deep venous thrombosis.

A Agnell
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2003

A Comparison of:low = -intensity warfarin
therapy with conventional - Intensity
warfarin therapy for long -term
prevention of recurrent venous
thromboembolism.

APO ne] m®nhD 3 mRDs?c? cl
randomizace:

AINRZ20 -30versus1l5 -19
A Kearon




INR 2-3 versus INR 1,5-1,9

Low-intensity—therapy group
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Years since Randomization
No. at Risk

Low intensity 369 353 233 101
High intensity 369 363 239 106

The NEW ENGLAND
JOURNAL of MEDICINE

Kearon C et al. N Engl J Med 2003;349:631-639.




INR 2-3 versus INR 1,5-1,9

B INR 2,0-3,0
OINR 1,5-1,9
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2006

A SIx weeks versus six months.

A 10 years follow up
A Schulman



Six weeks versus Six months.
10 years follow up

P=0,002 P=0,003 P=0,030

35%0-
30%o-
25%-
20%-
15%0-
10%0+

5%0+

0%o-

N TN NN S

mu g 2 geny FVL+ FVL-

| di opatick8 provokovans

Journal of Thrombosis and Haemostasis . 2006



A

'‘deiF-opati cks
APO -nej m®n1nND: -3

MIJs 4 ¢c po
3 skupiny:

2006

D-dimer testing to determine the duration
of anticoagulation therapy.
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2008

A ldentifying unprovoked VTE patients
at-low risk for recurrence who can
discontinue anticoagulant therapy.

AGeny Kter® maj? maxiI

rizi kovIl faktor:
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Residual vein thrombasis for assessing
duration of-anticoagulation after
unprovoked deep-vein-thrombaosis of the
lower limbs: The extended DACUS study.
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Residual vein thrombosis for assessing duration of anticoagulation after
unprovoked deep vein thrombosis of the lower limbs: The extended DACUS study.
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American Journal of Hematology 2011


http://onlinelibrary.wiley.com/doi/10.1002/ajh.22156/full#fig2

Residual vein thrombosis for assessing duration of anticoagulation after
unprovoked deep vein thrombosis of the lower limbs: The extended DACUS study.
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2014

A Aspirin for the prevention of recurrent

venous thromboembolism:-the INSPIRE
collaboration.

A ldiopat . VM TE p o uaktikoadulace 2
A Randomizace: Aspirin x placebo



Cumulative risk of outcome events.

Venous thromboembolism (VTE),
defined as symptomatic deep-vein thrombosis
or pulmonary embolism. HR 0,68

Major vascular events (composite of recurrent VTE,
myocardial infarction, stroke,
and cardiovascular death) HR 0,66

The reduction in the risk of recurrent VTE,
myocardial infarction, stroke, all-cause mortality,
and major bleeding - net clinical benefit.

Placebo

3

Years from randomization
Number at risk

Placebo 608 489 378 240
Aspirin 616 531 412 259

lajor vascular event
10 Hazard ratio, 0.66 (95% Cl, 0.50-0.86, P=0.002)

0.8
0.6

0.4

Placebo

Aspirin

. Years from randomization
Number at risk

Placebo 608 486 374 236
Aspirin = 616 530 411

Net clinical benefit

1.0 4
Hazard ratio, 0.67 (95% Cl, 0.52-0.86, P=0.002)

Placebo

Years from randomization

483 371 234
528 409 259

John Simes et al. Circulation. 2014;130:1062-1071
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A Extended-Anticoagulant and:- Aspirin
Treatment for the Secondary
Prevention of Thromboembolic
Disease: A Systematic Review and
Meta - Analysis.

Aldi opaticksg TEN, pl ac
DOACSs, Aspirin

Marik PE, Cavallazzi R, PLoS One. 2015 Nov 20;10(11):



Ma t a an Biriekurenge

Study or Subgroup _ Events _ Total Events

Total Weight

M-H, Random, 95% CI Year

M-H, Random, 95% CI

1.1.1 Vitamin K antagonists

Kearon 1999 79 17

Couturaud 2015 184 25
Subtotal (95% CI) 263

Total events 4 42

Heterogeneity: Tau? = 0.00; Chi* = 0.41, df = 1 (P =

Test for overall effect: Z = 4.56 (P < 0.00001)

1.1.2NOAC
Bauersachs 2010 8 602 42
Agnelli 2013 28 1653 73

Schulman 2013 3 681 35
Subtotal (95% Cl) 2936

Total events 39 150

Heterogeneity: Tau* = 0.00; Chi* = 1.68,df=2 (P =

Test for overall effect: Z = 9.67 (P < 0.00001)

1.1.3 Aspirin
Becattini 2012 23 205 39

Brighton 2012 42 4N 58
Subtotal (95% C1) 616

Total events 65 97

Heterogeneity: Tau? = 0.00; Chi* = 0.72, df = 1 (P =

Test for overall effect: Z = 2.78 (P = 0.005)

Total (95% CI) 3815
Total events 108 289

83 7.0%

187 12.0%
270 19.0%

0.52); 1" = 0%

594 15.6%
829 18.0%

662 12.2%
2085 45.7%

0.43); F=0%

1897 17.2%

411 18.1%
608 35.3%

0.40); F=0%

2963 100.0%

0.05 [0.01, 0.38)
0.11 (0.03, 0.36)
0.09 [0.03, 0.25]

0.18 [0.08, 0.38)
0.18 [0.11, 0.28]

0.08 [0.02, 0.26]
0.16 [0.11, 0.24]

0.51 [0.29, 0.89]
0.69 [0.45, 1.06]
0.62 [0.44, 0.87]

0.21 [0.11, 0.42)

Heterogeneity: Tau? = 0.61; Chi* = 36.83, df = 6 (P < 0.00001); I = 84%

Test for overall effect: Z = 4.48 (P < 0.00001)
Test for subgroup di
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Mat aanavtdlzl® - Kr

Study or Subgroup  Events Total Events Total Weight M-H, Random 1, 95% CI Year
3.1.1 Vitamin K antagonists

Kearon 1999 79 83 7.5% 7.64 [0.39, 150.33] 1999
Couturaud 2015 184 187 12.7% 4.13 [0.46, 37.34] 2015
Subtotal (95% ClI) 263 270 20.2% 5.13 [0.87, 30.15]

Total events 7 1

Heterogeneity: Tau? = 0.00; Chi*=0.11,df =1 (P = 0.74); I = 0%

Test for overall effect: Z = 1.81 (P = 0.07)

3.1.2NOAC

Bauersachs 2010 4 602 0 594 78% 8.94 [0.48, 166.41]
Schulman 2013 2 681 0 662 7.3% 4.87 [0.23, 101.73]
Agnelli 2013 3 1653 4 829 225% 0.38 [0.08, 1.68]
Subtotal (95% CI) 2936 2085 37.6% 1.88 [0.19, 18.06]
Total events 9 4

Heterogeneity: Tau® = 2.45; Chi* =5.17,df =2 (P = 0.08); * =61%

Test for overall effect: Z = 0.54 (P = 0.59)

3.1.3 Aspirin

Brighton 2012 8 411 6 411 33.7% 1.34 [0.46, 3.90]
Becattini 2012 1 205 1 197 8.5% 0.96 [0.06, 15.47]
Subtotal (95% Cl) 616 608 42.2% 1.28 [0.47, 3.48]
Total events 9 7

Heterogeneity: Tau® = 0.00; Chi* = 0.05,df =1 (P = 0.83); F = 0%

Test for overall effect: Z = 0.49 (P = 0.62)

Total (95% ClI) 3815 2963 100.0% 1.64 [0.69, 3.90] B
Total events 25 12

Heterogeneity: Tau?* = 0.29; Chi* = 7.60, df =6 (P = 0.27); *=21%
Test for overall effect' Z=1.12 (P =0.26)

0.01 0.1 1 10
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