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Take home messages

Voorkomen is beter

dan genezen
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Opbouw presentatie

1. Vodorkomen (incidentie) van trombose bij jong en oud
2. Waarom voorkomen?

3. Incidentie en preventie van trombose
= Bijjongeren
= Bij vrouwen
= Bij kanker

=  Bij ouderen en chirurgie
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1. Incidentie van trombose bij jong en oud

= Trombose is een veelvoorkomend fenomeen, maar minder bekend

How common are DVT & PE ?

Europe
(DE /ES /FR /IT /SE JUK)

>750,000

DVT & PE events per year

us

>900,000

DVT & PE events per year'

DVT & PE KILLS
Total deaths

>370,000

PEOPLE IN EUROPE PROSTATE CANCER
ANNUALLY* TRAFFIC ACCIDENTS

combined*

(DE /ES /FR /IT /SE /UK)

t Roger VL et al. Circulation. 2012;125(1):e2-e220
*Cohen AT, et al. Thromb Haemost. 2007;98:756-64 Wendelboe et al, JTH 2015
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1. Incidentie van trombose bij jong en oud

= Trombose is een veelvoorkomend fenomeen, maar minder bekend

How common are DVT & PE ? Awareness van trombose

o/ s 3
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> 3 7 0 y 0 0 0 BREAS?lgiNCER fbé\ & éq&
PEOPLE IN EUROPE oo Q} < ~0\00

ANNUALLY* TRAFFIC ACCIDENTS
combined*

(DE /ES /FR /IT /SE /UK)

t Roger VL ef al. Circulation. 2012;125(1):e2-220
*Cohen AT, et al. Thromb Haemost. 2007;98:756-64 Wendelboe et al, JTH 2015
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Incidentie van trombose neemt toe met leeftijd
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Incidentie van trombose neemt toe met leeftijd

= Geldt voor zowel DVT als longembolie

1,200

'% — Venous thromboembolism

31,000 - ~— Deep-vein thrombosis alone

] — Pulmonary embolism
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Silverstein et al, Arch Int Med 1998
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Mortaliteit longembolie wereldwijd

= Juist ook in Westerse landen
= Data van sub-Sahara Afrika helaas onbekend

Vrouw Man

Barco et al, RPTH 2021



2. Waarom voorkdémen?

= Trombose veroorzaakt 1 op 4 doden wereldwijd

Stroke
(Atrial fibrillation is
a major cause)®

Myocardial
infarction (M)

Pulmonary
embolism

h Y Venous
\\\\§ (PE) thromboembolism
(VTE)

Deep vein
thrombosis
(DvT)
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Waarom voorkdémen?

= Belangrijke oorzaak heropnames en dus ziekenhuis kosten

Respiratory failure

Acute renal failure

Gastrointestinal
bleed

Pneumonia

Pulmonary heart
disease
Congestive heart
failure

Recurrentovr/  (E——

thrombophlebitis

*— 781
i 7.81%
Malignancy o)

H All venous thromboembolism
B Pulmonary embolism

Deep vein thrombosis

procedursl  ——— s

complications

Sepsis 7.87%

0.00% 2.00% 4.00%

Erasmus MC

Secemsky et al, JAHA 2018
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Waarom voorkdémen?

= Belangrijke oorzaak heropnames en dus ziekenhuis kosten

H All venous thromboembolism

Respiratory failure

B Pulmonary embolism
Acute renal failure

Deep vein thrombosis

Gastrointestinal
bleed

3.77%
4.83%

Pneumonia 3.08%

4.28%
Pulmonary heart 7.94%
disease 1.89%

4.50%
4.43%
4.55%

Congestive heart

Recurrent DVT/
hrombophlebitis

Malignancy

Procedural :
complications ) | 9.74%
Sepsis - 1676%
e . e 2 P
0.00% 2.00% 4.00% 6.00% 8.00% 10.00% 12.00%

Secemsky et al, JAHA 2018
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Waarom voorkdémen?

= Toename risicofactoren voor trombose
= Mensen worden ouder ==

——
[ ®

Being Immobile

Not moving for
long periods of
time (for example,
extended bed rest
or extended travel).

= Toename incidentie van kanker

Hospitalization and Surgery

H One-half of blood clots occ
. Toename ObeSItaS during or soon af’terahospigl

stay or surgery.

0000000000000 000000000

ooooooooooooo Other Risk Factors ©eeccccccscce
*Older age eDuring and just after pregnancy
*Overweight or obese sEstrogen-based medicine such

as hormonal birth control or
*Family history of VTE hormone replacement therapy

*Recent or recurrent cancer eInjury and trauma
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3. Preventie van trombose

* Trombose bij kinderen / jongeren; >90% uitgelokt
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Sadiq et al, Clin Appl Thromb/Hemost 2021
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Lijngerelateerde trombose bij kinderen met kanker

= Geen verschil systemische interventie vs. geen

Systemic treatment  No intervention Risk Ratio Risk Ratio
Study or Subgroup BEvents Total PBEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Best case scenario
Mlitchell 2003 il ar 3 T2 464% 027 [0.01,5.18] L
Ruud 2006 1 M 1 42 536% 1.35[0.09, 20.83] i
Subtotal (95% CI) 68 114 100.0% 0.65 [0.09, 4.78] —een i
Total events 1 4

Heterogeneity: Tau*=0.00; Chi*= 063, df=1 {(P=043); F=0%
Test for overall effect, £=043 (P =067

1.1.2 As treated analysis

mitchell 2003 i 24 3 60 46.5% 0.34 [0.02, 6.26] =
Ruud 2006 1 29 1 33 535% 114 [0.07, 17.39] :
Subtotal (95% CI) 54 93 100.0% 0.64 [0.09, 4.74]

Total events 1 4

Heterogeneity; Tau®=0.00; Chi*= 037, df =1 {F=0.94);, F=0%
Test for overall effect 2= 043 (P =067

0.01 01 10 100
Favours prophylaxis Favours no intervention

Schoot et al, Cochrane Rev 2013
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Trombose bij virouwen

= QOrale anticonceptie gerelateerde trombose

= 20

L= Thrombosis patients

§ Type of progestogen (n=1524) Controls (n=1760) 0dds ratio (95% CI)*

L) Levonorgestrelt 485 (31.9) 373 (21.2) 3.6 (2.9t0 4.6)

£ Gestodenet 119 (7.8) 67 3.8) 5.6 (3.7 t0 8.4)

E Desogestrelt 289 (19.0) 108 (6.2) 7.3 (5.3t010.0)

- Lynestrenolt 44(2.9) 19 (1.1) 5.6 (3.0t010.2)

o Norethisterone 11 (0.7) 7 (0.4) 3.9 (1.4t0 10.6)
Cyproterone acetate 125 (8.2) 62 (3.5) 6.8 (4.7 10 10.0)
Norgestimate 9(0.6) 4(0.2) 5.9 (1.7 to 21.0)
Drospirenone 19(1.2) 14 (0.8) 6.3(2.9t013.7)
No oral contraceptive 421 (27.7) 1102 (62.8) 1

0 (reference)
> 2 o~ > 2 2 2 <
c,\@ 3 c:,\@ ® & 3 6\’5’& &
2 o 2 N & & K &
& & NG & & > & S
& ® ¢ & & R
6@ D N 0;\6 é\o %0 Q,\o
N <~ &
C\Q

Risk of venous thrombosis associated with different types of

progestogens in combined oral preparations Van Hylckama Viieg et al, BMJ 2000
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Preventie van trombose bij vrouwen

= Zwangerschapsgerelateerde trombose; hoger met IVF en hoger BMI

0.5

In vitro fertilisation

- == Natural pregnancies
0.4

0.3
P<0.001
0.2

0.1

Venous thromboembolism (%)

0
0 28 56 84 112 140 168 196 224 252 280 308 336

Days from start of pregnancy

Venous thromboembolism (%)

Natural pregnancies
0.6

0.5

0.4

0.3

0.2

0.1

Body mass index r

_____ <25 ‘ wr‘
—-—25-29.9
- — 230 }
!
s ! /0
P<0.001 - y
e o/ o
Rl -"." "
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0 28 56 84 112 140 168 196 224 252 280 308 336

Days from start of pregnancy

Henriksson et al, BMJ 2013
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Preventie van trombose bij vrouwen

= Preventie zwangerschapsgerelateerde trombose
Without LMWH

100 —

90 —
If 100 women like you
do not take LMWH 80 —

Between 5-10 women 70 —
will experience a
blood clot as indicated 8=
by the blue rectangles

50 —
Since 5-10 women will
experience ablood clot, 4
that means between
90-95 will not 30 —

20 —

10 —
.1

Alonso-Coello et al, BMC Pregnancy Childbirth 2013
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Preventie van trombose bij vrouwen

= Preventie zwangerschapsgerelateerde trombose
Without LMWH With LMWH

100 — 100 —
90 — 90 —
If 100 women like you If 100 women like you
do not take LMWH 80 — take LMWH 80 —
Between 5-10 women 70 — Between 1-3 women 70 —
will experience a will experience a
blood clot as indicated 60 — blood clot as indicated 4y __
by the blue rectangles by the blue rectangles
50 — 50 —
Since 5-10 women will Since 1-3 women will
experience ablood clot, 45 experience ablood clot, ,,
that means between that means between
90-95 will not 30 — 97-99 will not 0 —
20 — 20 —

10 —
-] .

There may be an increase in the risk of major bleeding, osteoporosis, and
heparin-induced th bocytopenia with p! ive blood thinning. If
there is an increased risk, it is likely to be very small and less than 1 in 100.

Alonso-Coello et al, BMC Pregnancy Childbirth 2013



Trombose bij kanker

* |ncidentie hoger dan zonder kanker, en neemt toe

12-month cumulative VTE incidence (% with 95% Cl)
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Mulder et al, Blood 2021



Preventie van trombose bij kanker
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= Antistolling (LMWH, DOAC) helpt trombose voorkomen

100+ M—\-__._‘___H
§ 100+
c o 80
9 & -
= & . Apixaban
o.2
£3 o 90
z qE) Placebo
=2 9 ol 85
= .g 40
n o
=~ 80
c c A
Q2+ 7
E 204 O/Ir T T I T T 1
0 30 60 90 120 150 180
0 I I I T I 1
0 30 60 90 120 150 180
Days Carrier et al, NEJM 2019
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Trombose bij ouderen en chirurgie

* Trombose komt vaak voor na totale knieprothese en heupprothese

2.5 4
TKA

THA
1.5 4

Cumulative VTE incidence (%)

0 10 20 30 40 50 60 70 80 90 100
Days after surgery

Warwick et al, J Joint Bone Surg 2007
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Trombose bij ouderen en chirurgie

= Spectaculaire reductie trombose na tromboseprofylaxe

Patients receiving prophylaxis (%)*

Heupprothese Knieprothese
100 -2 , 100 - -2.5
90 - o 2 90 { R - 2
80 - P TE z % 80 | Cumulative VTE |2 3
= F1O o = Pop ]
70 - 7 Cumulative VTE g' .g 70 4 Ingigencs <
60 4 / incidence S ° 60 | 1.5 5
Q

50 - = o 50 4 =
3 £ a
40 A % = 40 | ' L1 &
30 3 g 30] | 2
20] [ - 2 20/ £
| Prophylaxis 2 § 1/ Prophylaxis i

10 - (any type) & 10 4/ (any type)

0 “’ Al v T T Ll L) T L] T Ll o 0 "A T L) L) L) L) T Ll T L] Ll 0
0O 10 20 30 40 50 60 70 80 90 100 0O 10 20 30 40 50 60 70 80 90 100
Days after surgery Days after surgery

Warwick et al, J Joint Bone Surg 2007



Trombose bij ziekenhuisopnames
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* Reductie van trombose met tromboseprofylaxe bij opgenomen patiénten

Rate of Venous Thromboembolism (%)

N
T
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H
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w
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o

Relative
risk
reduction,
63%

5.5

Placebo Enoxaparin

MEDENOX Trial

Relative
risk

reduction,
44%
2.8

Placebo Dalteparin

PREVENT

Relative
risk
reduction,
47%

5.6

Placebo  Fonda-

parinux

ARTEMIS

Francis, NEJM 2007
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Hoe kunnen we trombose beter voorkomen?

Tools for preventing VTE deaths

A1)

Mobility Intermittent Pneumatic Chemical Awareness
Compression Devices Prophylaxis

o>
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Take home messages

Voorkomen is beter

dan genezen
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