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4.1 Therapeutic indications

Prevention of venous thromboembolic events (VTE) in adult patients who have undergone elective hip
or knee replacement surgery.

Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation
(WNVAF), with one or more risk factors, such as prior stroke or transient ischaemic attack (TIA): age

= 75 years; hypertension; diabetes mellitus; symptomatic heart failure (NYHA Class = II).

Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), and prevention of recurrent
DVT and PE in adults (see section 4.4 for haemodynamically unstable PE patients).

Therapeutic indication

Prevention of venous thromboembolism (VTE) in adult patients undergoing elective hip or knee replacement
surgery.

Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), and prevention of recurrent DVT and
PE in adults. (See section 4.4 for haemodynamically unstable PE patients.

Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), and prevention of recurrent DVT and
PE in adults. (See section 4.4 for haemodynamically unstable PE patients).
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Veneuze trombose: bijzondere locatie

= Diep Veneuze Trombose/ Longembolie wordt gezien als een zelfde
aandoening (CBO 2008 / AR 2014)

= DOAC voorkeur, langdurige behandeling

= Veneuze trombose op atypische locatie is een andere ziekte
= Andere etiologie
= Andere korte termijn morbiditeit en mortaliteit
= Ander / Hoger risico op recidief
= Ander / Hoger risico op bloedingen

Dit vraagt om een specifieke behandeling en wetenschappelijke
onderbouwing van effectiviteit en veiligheid
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Antistollingsbehandeling Buikvene trombose

Geen gerandomiseerde studies

Meeste richtlijinen gebaseerd op expert opinies
= Case series, retrospectieve observaties
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Antistolling voor buikvene trombose
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Figure 4. Radiological and clinical outcomes in treated vs untreated patients.

Valeriani E, et al Blood 2021
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Onderliggende oorzaken buikvene trombose

= Cirrose

= | everfunctiestoornissen

= Niet-cirrotische oorzaken
= Myeloproliferatieve Neoplasie (MPN)
= Antifosfolipide antistoffen (APS)
= Paroxysmale Nocturnale Hemoglobinurie (PNH)
= Zwangerschap
= Erfelijke trombofilie

= Combinatie van factoren

Murad et al, Ann Int Med 2009; Plessier et al. Hepatology 2009
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Frequentie MPN in buikvene trombose: meta-analyse

MPN: traditional criteria & JAK2 V617F
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Smalberg, JH et al. Blood 2012
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Meta-analyse: MPN —geassocieerde trombose

Recurrent thrombosis per type of oral anticoagulant

VKA only 39/106 36.8

VKA + cytoreduction 55/313 17.6 0.51(0.23-1.14); 62.2%
DOAC only 314 214

DOAC + cytoreduction 5/63 7.9 0.21(0.08-0.60); 16.9%
VKA + antiplatelet therapy 4/11 364

VKA + antiplatelet + cytoreduction 9/37 243 0.43(0.16-1.15); 0%
DOAC + antiplatelet therapy 0/5 0% —

Hamulyak E, et al. Blood Advances 2021
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Antiphospholipide antistoffen bij buikvene trombose

M Budd-Chiari syndrome M Portal vein thrombosis

33%

Antiphospholipid antibodies

Murad et al, Ann Int Med 2009; Plessier et al. Hepatology 2009
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ISTH guideline voor APS-geassocieerde VTE
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Bewijs voor DOACs in buikvene trombose is beperkt
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De Gottardi A, et al. Liver Int 2017
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Behandeling buikvene trombose: meta-analyse
prospectieve studies (individuele patient-data)

Owverall cohort

Patient-years = 1975

MNever treated

Patient-years = 376

Treated, on treatment
Patient-years = 1132

Treated, off treatment®
Patient-years = 467

M events = 104 N events = 35 N events = 38 N events = 31
Recurrent venous
thromboembolism

5.3 (5.1, 5.5) 93 (8.4, 10.3) 34(3.2,3.6) 6.6 (6.0, 7.2)

M events = 86 N events = 24 M events = 35 N events = 27
Major bleeding

4.4 (4.2, 4.6) 6.4 (58, 7.1 3.1(2.9,3.3) 5.8(5.3. 6.4)

M events = 136 N events = 82 N events = 65 N events = 109
All-cause mortality

13.0(12.4, 13.48) 21.8(19.7, 24.1) 5.7(54, 6.0) 23.3(21.3,253)

Candeloro M, et al. Blood Adv 2022
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Behandeling buikvene trombose: meta-analyse
prospectieve studies (individuele patient-data)

Owerall cohort Mever treated

Patient-years = 1973 Patient-years = 376

N events = 104 M events = 35
Recurrent venous
thromboembolism

5.3 (5.1, 5.5) 93 (8.4, 10.3)

N events = 86 M events =24
Major bleeding

4.4(4.2,4.6) 6.4 (5.8, 7.1)

N events = 136 M events = 82
All-cause mortality

13.0(12.4, 13.6) 21.8(19.7, 24.1)

Anticoagulant therapy, n (%)
None
LMWH® alone
VKAs® alone
DOACs' alone

Treated, on treatment Treated, off treatment”
Patient-years = 1132 Patient-years = 467

N events = 38 N events = 31
3.4(3.2,3.6) 6.6 (6.0, 7.2)

N cvents = 35 N events =27
3.1(29,3.3) 58(53,64)

N events = 65 N events = 109
5.7(54, 6.0) 23.3 (21.3, 25.3)

325 (19.8)
521 (31.9)
416 (25.4)
27(1.7)

Candeloro M, et al. Blood Adv 2022
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Cerebrale trombose VKA of DOAC?
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Cerebrale trombose VKA of DOAC?

Received: 2 November 2021 | Accepted: 18 March 2022

DOE: 10.1111/bjh 18177

BM) Open Direct oral anticoagulants in treatment
of cerebral venous thrombosis: a
systematic review

ORIGINAL PAPER

Efficacy and safety of the direct oral anti-coagulants in patients with
cerebral vein thrombosis: A systematic review and meta-analysis

Gauruv Bose @, Justin Graveline,' Vignan Yogendrakumar © ' Risa Shorr,’
. ) ) . . Dean A Fergusson .',Gregmre Le Gal @ " Jonathan Coutinho @ 2
Nicoletta Riva | Francesca Galea® | Isaac Buhagiar® | Alex Gatt | Marcelo Mendonga @ ,* Miguel Viana-Baptista © ,* Simon Nagel ©,*

A
Jean Calleja-Agius® Dar Dowlatshahi

DOAC Standard Therapy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.1.1 Randomized Controlled Trial
Ferro 2019 (0] 60 0 60 Not estimable 2019
Subtotal (95% CI) 60 60 Not estimable
Total events 0 0

Ferro, et al JAMA Neurol 2019
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Cerebrale vene trombose

= Onderliggende factoren
= APS
= Hormonale therapie/zwangerschap
= ALL

= Open vragen
= \Wanneer starten; direct of na LMWH
= Duur van de behandeling 6 maanden of langer?
= Alleen dabigatran of ook Factor Xa remmers ?
= Minder bloedingen met DOAC?

Noodzaak voor additionele RCTs (VKA vs DOAC)
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Conclusie

= Eris geen bewijs dat DOACs effectief en veilig zijn bij trombose op
bijzondere locaties (Buikvene / Cerebrale trombose)

= LMWH/VKA zijn vooralsnog de therapie van keuze

= Gebruik DOAC voor de geregistreerde indicaties



