ANTISTOLLING/STOLLINGSCASCADE IN ACUTE SITUATIES
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Atherogenesis and Atherothrombosis:

A Progressive Process
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Bloedplaatjes (Trombocyten)

Adhesie Aggregatie
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Virchow’s Triade van Trombogenese

Verandering in de vaatwand

Virchow R. Zur pathologischen Physiologie des Blutes. Virch Arch 1847;1:546






Het stollingsapparaat

Coagulation
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ANTITROMBOTICA (“ANTISTOLLING”):

1. ANTIPLAATJESTHERAPIE

2. ANTICOAGULANTIA (VOORHEEN “ANTISTOLLING”)
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Arterial Injury vs Thrombosis
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Effects of Aspirin
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Thickness of line indicates strength of activator
Adapted from Ohman EM et al. Early clinical experience with integrelin, an inhibitor of the platelet
glycoprotein IivVilla Integrin receptor. Eur Heart J 1995;16 (suppl L):50-55.
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Health: Drug of the century

In an age of super-pills, the best medicine of all is also one of the oldest.

Jeremy Laurance | @jeremylaurance | Tuesday 2 March 1999 | (O

Most people have a potent anti-cancer agent in the medicine cabinet at
home, though few know it. They keep a heart drug at the back of the sock
drawer, a fertility promoter buried in their handbag and a cognitive
enhancer standing next to the salt pot in the kitchen.

The drug is aspirin. a chemical entity for which new uses are still
coming to light 100 vears after it was discovered. We know, of
course, that it reduces aches and pains, and eases fevers in diseases
such as flu. It is now also a standard treatment for heart attacks -

take one immediately after calling 999. Tens of thousands of lives
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ASPIRIN TABLET IN GASTRIC ULCER

Levy DJ. N Engl.l Med 2000;343:863 Onze Lieve Vrouwe Gasthuis, Amsterdam




Hazards of Stopping Antiplatelet therapy

Aspirin Discontinuation in 50,279 CAD Patients

Risk estimate (random model) Risk estimate
95% ClI 95% ClI
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Subtotal (95% Cl)
Heterogeneity: P = 0.60,/?=0%
Overall effect: P < 0.00001
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Coronary artery stenting
lakovou et al.31
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Overall effect: P < 0.00001
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Decreased thrombotic risk Increased thrombotic risk

Biondi-Zoccai, GGL Eur Heart J 2006 27:2667-2674




Peri-procedurele Antiplaatjestherapie

patiénten die acetylsalicylzuur gebruiken - patiénten die acetylsalicylzuur (75-150 mg/daqg)
(70-150 mg/daq) \ en clopidogrel (75 mg/daqg) gebruiken
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Factor Xa: At the core of the
coagulation cascade’

1. Rosenberg RD, Aird WC. N Engl J Med. 1999;340:1555-1564
2. Wessler S, ¥in ET. Thrombos Diath Haemorrh. 1974,32:71-78




Intrinsic pathway Extrinsic pathway

Xl — Xlla

indirect inhibition
by heparins

Adapted from Brouwer MA, Verheugt FWA. Circulation 2002;105:1270-1274



Intrinsic pathway Extrinsic pathway

Xl — Xlla

direct inhibition
by bivalirudin

Adapted from Brouwer MA, Verheugt FWA. Circulation 2002;105:1270-1274



Intrinsic pathway Extrinsic pathway

Inhibition
by heparins

Inhibition by

Vitamin K
antagonists

Adapted from Brouwer MA, Verheugt FWA. Circulation 2002;105:1270-1274



Intrinsic pathway Extrinsic pathway

Xl — Xlla

direct inhibition
by NOACSs

formation
inhibited by VKA

Adapted from Brouwer MA, Verheugt FWA. Circulation 2002;105:1270-1274



How should dabigatran be monitored?
aPTT

Cut-off:
67ng/mL 200ng/mL

CK prest (STA) R*=0.99
Cephascreen (STA) R=0.99

Synthasil (ACLTOP) R*=0.99
Actin FS (BCS) R%=0.96
PTT-A (STA) R=0.99
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Douxfils J. Thromb Haemost 2012:107:985-997




Relation between PT and FXa inhibitor (rivaroxaban)
plasma levels
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Cancer Chemoprevention by Aspirin

Effect of daily aspirin on long-term risk of death due to cancer:
analysis of individual patient data from randomised trials
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Number at risk

Aspirin 13026
Control 10509

Control
—— Aspirin

p=0-01

12849
10351

5
Years to death

12371 11919
10026 9720

10964 9264 7385
8881 7339 5933

3384
3438

Rothwell PM. Lancet 2011;377:31-41
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ANTISTOLLING/STOLLINGSCASCADE IN ACUTE SITUATIES

Conclusies

1. Trombose in de coronair- en hersenvaten is een
potentieel dodelijke ziekte en kan effectief bestreden
worden met plaatjesremnmers en anticoagulantia

2. Eensimpele en spotgoedkope strategie om dit te
bewerkstelligen is één kinderaspirine per dag

3. Heparine is nog altijd het ongeslagen parenterale
anticoagulans

4. Een intrigerende nieuwe bevinding is het voorkdmen van
colorectaal carcinoom met aspirine, maar meer
onderzoek is nodig



