Jak dlouho lecit
tromboembolickou nemoc?
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1995

s SiX weeks versus six months.

» 40% provokovanych tromboz
e Schulman
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1999

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

s 3 meésice versus 27 mésicu
e Kearon
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2001

= [hree months versus one year of oral
anticoagulant therapy for idiopathic
deep venous thrombosis.

o Agnelli
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2003

s Comparison of low-intensity warfarin
therapy with conventional-intensity
warfarin therapy for long-term

prevention of recurrent venous
thromboembolism.

s Po nejmené 3 meésicich lecby
randomizace:

= INR 2,0-3,0 versus 1,5-1,9
e Kearon



INR 2-3 versus INR 1,5-1,9
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Years since Randomization
No. at Risk

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

tromboza velké krvaceni



2006

s SiX weeks versus six months.

= 10 years follow up
e Schulman



Six weeks versus Six months.
10 years follow up
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2006

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

Idiopaticka tromboza
= Po nejmene 3 mesicich antikoagulace

Mesic po vysazeni D-D
3 skupiny:
e D-D normalni - bez antikoaguloace

e D-D zvysene - random. k antikoagulaci
e D-D zvysené - random. k observaci

Cil studie: rekurence trombozy + velkée
Krvaceni

Palareti



2008

s [dentifying unprovoked VTE patients
at low risk for recurrence who can
discontinue anticoagulant therapy.

= Zeny které maji maximalné 1
rizikovy faktor:
e Znamky CVI
o \/ék >65 let
e \/ySsi D-D pri lecbe warfarinem
e BMI > 30



Rocni riziko rekurence
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4 0) |

Residual vein thrombosis for assessing
duration of anticoagulation after
unprovoked deep vein thrombosis of the
lower limbs: The extended DACUS study.
VysSetreni po 3 mesicich od dg. idiopat. DVT
Rezidualni tromboza = 40% a vice — dalsi 2
roky VKA

Bez rezidualni trombozy - warfarin vysazen



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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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

= Aspirin for the prevention of recurrent

venous thromboembolism: the INSPIRE
collaboration.

» Idiopat. VTE po ukonceni antikoagulace
= 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

e American
Heart
Association.



Metaanalyza

s Extended Anticoagulant and Aspirin

Treatment for the Secondary
Prevention of Thromboembolic
Disease: A Systematic Review and
Meta-Analysis.

s Idiopaticka TEN, placebo versus VKA,
DOACs, Aspirin

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




Mataanalyza — rekurence

Study or Subgroup _ Events _ Total Events

frombozy

Total Weight M-H, Random, 95% Cl Year

M-H, Random, 95% CI

1.1.1 Vitamin K antagonists

Kearon 1999

Couturaud 2015
Subtotal (95% CI)

Total events 4

79 17

184 25
263

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
Agnelli 2013 28

Schulman 2013 3
Subtotal (95% Cl)

Total events

42
73
35

602
1653
681
2936

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
Brighton 2012
Subtotal (95% CI)
Total events

23
42

205
41
616

39
58

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)
Total events

3815

108 289

1999
2015

83

187
270

7.0%

12.0%
19.0%

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

0.52); 1* = 0%

15.6%
18.0%

12.2%
45.7%

594
829

662
2085

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

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

0.43); F=0%

17.2%

18.1%
35.3%

197
411
608

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

0.40); * = 0%

2963 100.0% 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

s
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Mataanalyza — velke krvaceni

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl 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% Cl) 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% Cl) 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); P =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); = 0%

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

Total (95% CI) 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
Favours experimental Favours control




Jak dlouho tedy IéCit konkrétniho
pacienta?



Tromboembolicka hemoc
- deleni podle dominantni priciny

s [romboza s pretrvavajici pricinou

s Tromboza bez zjevne vyvolavajici
priciny (neprovokovana, idiopaticka
tromboza)

s Tromboza s prechodnou vyvolavajici
pricinou (provokovana trombodza)



Tromboza s pretrvavajici pricinou

s Vysokeé riziko rekurence
» Trvala lécba



Tromboembolicka hemoc
- deleni podle dominantni priciny

» Tromboza s pretrvavajici pricinou

s Tromboza bez zjevne vyvolavajici
priciny (neprovokovana, idiopaticka
tromboza)

s Tromboza s prechodnou vyvolavajici
pricinou (provokovana tromboza)



ldiopaticka prihoda - podle ceho se
rozhodnout o trvani lecby?

s Podle rizika krvacivych komplikaci
e Stabilita INR behem dosavadni |ecby
e Spoluprace pacienta
e Mozné lokalni priciny krvaceni

s Podle rizika rekurence trombozy

= Podle rizika fatdlniho prubé&hu dalsi
orihody




|diopaticka prihoda — navrh algoritmu
rozhodnuti po 6 mesicich:

Zhodnoceni rizika krvacivych komplikaci -
vyhodnoceni stability Iecby behem

6 meésicu:

s Cas v rozmezi <40%: ukonceni lecby

= Cas v rozmezi > 60% bez extremnich
vykyvu INR: vetsinou pokracovani v lecbée
= Cas vV rozmezi 40-60% / nebo > 60%,

ale s velkymi vykyvy INR mimo rozmezi:
zvazime dalsi rizikove faktory.



Nizke riziko rekurence idiopaticke
trombozy

= Prvni tromboticka prihoda

= Zenské pohlavi

s Vék do 65 let

» Nizké D-dimery

» Rekanalizace postizené cevy

Pri splneni vsech podminek mozno
vysadit warfarin po 3-6 mesicich



Rizikove faktory rekurence:

Proximalni lokalizace trombozy
Opakovana prihoda

Rezidualni trombus

Muzske pohlavi

Chronicka zilni insuficience

Elevace D-dimeru pFi Ié¢bé nebo po
vysazeni antikoagulacni lecby

Nektere trombofilni stavy



Rizikove faktory fatalnino
prubehu rekurentni
tromboembolicke prihody:

s Symptomaticka plicni embolie jako
manifestace predchozi prihody.

s ,Mala kardiopulmonalni rezerva"



Tromboembolicka hemoc
- deleni podle dominantni priciny

» Tromboza s pretrvavajici pricinou

s Tromboza bez zjevne vyvolavajici
priciny (neprovokovana, idiopaticka
tromboza)

s Tromboza s prechodnou vyvolavajici
pricinou (provokovana tromboza)



Prechodne vyvolavajici faktory

s Operace
s Urazy
s [ehotenstvi a sestinedeli

s Hormonalni antikoncepce (krome
cisté gestagenni p.o. antikoncepce)

s Imobilizace pacienta
s Cesta letadlem nebo autobusem >6h.
s Zavazneé infekcni onemocneéni




Prechodne vyvolavajici faktory

s Lécba 3-6 mésicu.



Prechodne vyvolavajici faktory

= LéCba 3-6 mésicu.
297

» Rezidualni tromboza?

s D-dimery?

s Dalsi rizikove faktory?




Rivaroxaban or Aspirin for
Extended Treatment of Venous

Thromboembolism
s Po 6-12 mesicich antikoagulacni

lecby
= Cca 60% pacientu s provokovanou
trombozou
s Randomizace:
e Rivaroxaban 10 mg
e Rivaroxaban 20 mg
e Aspirin 100 mg

Weitz Jl et al. N Engl J Med 2017;376:1211-1222.



Rivaroxaban 20 mg x rivaroxaban 10 mg x Aspirin 100 mg

A Fatal or Nonfatal Venous Thromboembolism
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No. at Risk

Rivaroxaban, 20 mg 1107 1102 1095
Rivaroxaban, 10 mg 1126 1124 1119
Aspirin, 100 mg 1131 1121 1111

B Major Bleeding
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Rivaroxaban, 10 mg

90 120 150 180 210 240 270 300 330 367

1090 794 718
1118 812 723
1103 776 707

Rivaroxaban, 20 mg

Rivaroxaban, 10 mg

Aspirin, 100 mg

90 120 150 180 210 240 270 300 330 360 390 420 450 480

390 420 450 480

Rivaroxaban, 20 mg 1107 1081 1063 1048 1036 1024
Rivaroxaban, 10 mg 1126 1103 1080 1070 1058 1046
Aspirin, 100 mg 1131 1096 1075 1058 1040 1023

Weitz Jl et al. N Engl J Med 2017;376:1211-1222.
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