VTE bij ouderen
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Vrijwel geen studies bij ouderen met
trombose
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"Don't worry if you can't remember your age
grandad, we'll get you carbon dated!"
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Klassieke risicofactoren trombose bij
ouderen

 Trombofiliefactoren: factor V Leiden: OR
2.2-4.6 (ARIC en CHS)

* FVIII en fibrinogeen: OR
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Risicofactoren bij ouderen met trombose
reverse epidemiology?

Newly diagnosed cancer
Immobilization
Severe medical disorders

OR, odds ratio.

Factors associated with venous thromboembolism in
patients more than 75 years of age (compared with
younger patients) after logistic regression analysis

Ageno et al., Blood Coagul Fibrinolysis 2008
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Risicofactoren bij ouderen met
trombose

Table I: Clinical characteristics, thera- .
peutic strategies and three-month out- 290 years <90 years Odds ratio
come in venous thromb boli (95% CI)

(VTE) patients aged 290 years or <%0 Patients, N 610 21263

ears. — —
Y Clinical characteristics

Mean age (years, range) 92 (90-103) 65 (10-89)

Gender (males) 145 (24%) 10632 (50%) 03(03-04)

Body weight (kg + SD) 63112 65+ 17

Risk factors for VTE

Postoperative 52 (85%) 2673 (13% 05-09)

Immobility >4 days 240 (39%) 5339 (25%) 16-23)

05-08)

6 (
I
6 (
8 ((

)
)
Cancer 90 (15%) 4481 (21%)
)

Prior VTE 82 (13%) 3353 (16%) 0.7-1.1)

Underlying conditions

Chronic lung disease 54 (8.9%) 2180 (10%) 0.6-1.1)

Chronic heart failure 108 (18%) 1105 (5.2%) 3.2-49)

Anemia 257 (42%) 6911 (33%) 13-18)

9 (
9 (
Recent bleeding 16 (2.6%) 535 (2.5%) 0(06-1.7)
S(
S5 (.

Abnormal creatinine levels 217 (36%) 2923 (14%) 29-4.1)

Vasco et al., Thromb Haemost 2009
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Conclusie risicofactoren bij ouderen

Trombose veel voorkomend bij ouderen
Immobilisatie en andere co-morbiditeit
Trauma en operatie minder prevalent
Trombophilia strikes at all ages
Hypercoagulabiliteit leeftijdsgerelateerd
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Mortaliteit

Risicofactoren: |g
opname, immobi

0 15 30 45 60 75 9
of deaths in days

Nijkeuter M et al. Chest 2007,131:517-523
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Table 2: Causes of death according to . N
their initial presentation in 610 venous Clinically Only DVT Odds ratio P-value

thromboembolism (VTE) patients aged overt PE signs (95% CI)
290 years. Patients, N 307 303

3-month mortality
Fatal PE, initial PE 34 (11%) 0 - <0.001
Fatal PE, recurrent PE 6 (2.0%) 5(1.7%) 1.2 (0.3-43) NS.
Sudden, unexpected death 1(0.3%) - N.S.
Unexplained dyspnea 4(1.3%) .3%) 4.0 (0.5-99) N.S.
Fatal bleeding 9 (2.9%) .0%) 1.0 (0.4-2.6) NS.
Disseminated cancer 8 (2.6%) 6% 1.0 (0.4-2.8) NS.

)

)

Infection 11 (3.5%) .6%) 14(05-3.6 NS.
Heart failure 5(1.6%) .3%) 12(03-52 NS.

2(0.7%) .3%) 2.0(0.2-59) NS.
Ischaemic stroke 0 - N.S.
Other / Unknown 9 (2.9%) 12 (4.0%) 0.7 (0.3-1.8) N.S.
Overall death 89 (29%) S1(17%) 2.0 (1.4-3.0) <0.001

VTE, venous thromboembolism; PE, pulmonary embolism; DVT, deep venous thrombosis; Cl, confidence intervals; NS, non significant.

Chronic lung disease
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Diagnostiek van VTE bij ouderen

 Bij ouderen wordt diagnostiek vaak
bemoeilijkt door co-morbiditeit en
kwetsbaarheid

* Incidentie en mortaliteit van VTE stijgt met
toename van de leeftijd

 Door huidige vergrijzing vormt diagnostiek
van longembolie (en trombose) bij ouderen
een actueel probleem.
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Percentage opgenomen patiénten bij
presentatie klachten

Alternatieve diagnose of onderliggende
ziekte (%) bij patiénten zonder longembolie




Klinische voorafkans bij verdenking
longembolie

Neg voorspellende waarde: <65 jr: 85% (82-8¢
65-75 jr 73% (62-82%
>75r 74% (62-83%

D-dimeer bij verdenking longembolie
" "#$%%

$&

Neg voorspellende waarde: <65 jr: 98% (95-10¢
93% (77-100%
94% (73-100%




D-dimeer bij ouderen

Patients with suspected PE:
» Patients < 40 years: 60% normal D-dimer
Patients > 80 years: 5% normal D-dimer

D-dimer combined with clinical probability
o Patients all ages: 32% PE excluded s.1)
Patients >75 years: 10% PE excluded 10.6)

Righini M. Am J Med 2000: 357
Sohne M. J Thromb Haemost 2006: 1042
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Sensitivity and specificity of D-dimers in patients
> 60 and > 70 years old with various cut-offs
Patients 60 years Patients 70 years
DD cut-off (n=552) (n=359)
gL Sensitivity() Specificity (%) Sensitivity(%) Specificity (%)
500 99.5 26.8 99.3 18.5
600 96.7 33.9 96.6 23.2
700 95.4 39.6 95.9 28.9
800 94.4 . . 40.7
900 93.1 . . 47.9
1000 92.1 . : 56.9
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D-dimer cut-off per decade
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New D-dimer cut-off

112 (£ 12.03) g/L increase per decade
Thisis 11.2 g/L increase per year

for clinical usefulness and practicality:
10 g/L x age

Patients > 50 years: age x 10 = new DD cut-off
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Baseline characteristics

Derivation Set Validation Set 1 Validation Set 2
(n=1721) (n=3306) (n=1819)

Age y, mean (SD) 61 (19) 53 (18) 59 (9)
Female gender, n (%) 1016 (59) 1896 (57) 922 (55)
History VTE, n (%) 308 (18) 480 (15) 300 (18)
Active malignancy, n (%) 164 (10) 474 (14) 127 (8)
Recent surgery, n (%) 94 (6) 46 (2) 94 (6)
Hemoptysis, n (%) 80 (5) 176 (5) 83 (5)

Heart rate > 100/min, n (%) 362 (21) 867 (26) 369 (22)

Signs of DVT, n (%) 246 (14) 190 (6) 153 (9)
i - . [ b __ | |
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Results Derivation Set

Proportion of patients in whom PE can be excluded
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N age-adjusted cut-off

w W b
g o g o
[ [ [ [

PE excluded (%)
a1

B RN
g

all ages age>50 age>60 age>70 age >80
Age groups

Results Validation Set 1

Proportion of patients in whom PE can be excluded
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Results Validation Set 2

Proportion of patients in whom PE can be excluded
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al .l

age>70 age >80

Conclusion

» Age-adjusted D-dimer cut-off safely

increases the utility of D-dimer test for the
exclusion of PE in elderly patients

* Both in internal and external validation

* New cut-off is clinically relevant
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Bloedingsrisico van
antistollingstherapie bij ouderen
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Bij ouderen:

 Uitgebreide co-morbiditeit

» polyfarmacie met drug —drug of drug-
ziekte interactie

 Inventarisatie van risico vs benefit
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Praktische zaken

» Oudere leeftijd vaak reden om van
antistollingsbehandeling af te zien
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Patients (n=148)

<85 >85
(n=94) (n=54)

Age [years]
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OMe antithrembotic
therapy

B LMWHtaspirin
andlor clopidogrel
BLMWH
OAspirin+clopidogrel
BClopidogrel

B Aspirin

mOAC

Lotze et al. Arch Ger 2009




Praktische zaken

» Oudere leeftijd vaak reden om van
antistollingsbehandeling af te zien

 Leeftijd onafhankelijke risicofactor voor
ernstige bloedingen door antistolling

» Ernstige bloedingen bij Iftd >80 jaar bijna 3x
groter dan <60 jaar
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Major Hemorrhage and Tolerability of Warfarin in the First Year
of Therapy Among Elderly Patients With Atrial Fibrillation
Elaine M. Hylek, MD, MPH; Carmella Evans-Molina, MD;, Carol Shea, RN;

Lori E. Henault, MPH: Susan Regan, PhD
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(Circulation. 2007;115:2689-2696.)




Factoren die het bloedingsrisico van
ouderen beinvlioeden

Matige compliance

— Cognitieve stoornissen
— Functionele stoornissen
— Persoonlijke overtuiging

Trauma risico (valneiging: instabiliteit,
perifere neuropathie)

VG van Gl-bloedingen of
hersenbloedingen

Excessieve antistolling (INR >4)

vascul eskunde

Specifieke risicofactoren bloeding
tijdens OAC

Table 2 Summary of results

Study Gender Bleeding MVIHD CVD/TE

Fang et al., 2004%° 0
Laupacis et al,, 1994

Wehinger et al., 2001%7

Abdelhafiz and Wheeldon 2004°®

Copland et al., 2001

Pengo et al., 2001*°

Sam et al,, 2004”

Shireman et al., 2004**

SPAF Investigators, 1996

Hughes M et al. QIM 2007
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Mortaliteit tgv bloedingen bij OAC

P<0.001
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Rely studie: laag percentage
bloedingen!

Table 3, Safety Qutcomes, According to Treatment Group.®

Babigatran, 110 mg,

Event Dabigatran, 110 mg ~ Dabigatran, 150 mg Warfarin vs. Warfarin

Relative Risk

(95 CI)
ne. of
patients

,—
o, of
patients

i
o, of
patients

Major bleeding 322 375
Life threatening 145 1 115
Non-life threatening 198 226
Gastrointestinalt 182

1787

1977

0.80 [0.65-0.93)
068 (0.55-0.83)
094 (0.78-1.15)
110 (0.86-1.41)
0.79 (0.74-0.84)
0.78 (0.74-0.83)
0.31 (0.20-0.47)
0,94 (0.80-1.10}
0,92 (0.84-1.02)

Minar bleeding

Major or minor bleeding
Intracranial bleeding 36
Extracranial bleeding 342

Net clinical benefit out- 132
comef

P value

Dabigatran, 150 mg,
vs. Warfarin

Relative Risk

(959 C1) Pvalue

0.93 (0.81-1.07)
0:31 (0.66-0.99)
1.07 (0.89-1.29)
150 {1.19-1.89)
0.1 (0.85-0.97)
051 (0.86-0.97)
0.40 (0.27-0.60)
1.07 (0.92-1.25)
0.91 (0.82-1.00)

Dabigatran,
150 mg vs. 110

Relative Risk
(95% CI)

1.16 (1.00-1.34)
1.19 (0.96-1.49)
1.14 {0.95-1.39)
1.36 (1.09-1.70)
116 (1.08-1.24)
1.16 {1.09-1.23)
132 {0.80-2.17)
1.14 (0.97-1.33)
0.98 {0.89-1.03)

Pyalue

# Data are shown for all patients who had at least one event. All analyses were based on the time to the first event. Hemorrhagic stroke was a subcategory of stroke in the efficacy analysis
f d bl

and in the sa
{ Gastrointes

fety analysis is alsa counted as major, life-threatening bleeding and as part of intracranial bleeding

I bleeding eould be life theeatening o nan-life threatenin

te 7
& The net clinical benefit outcome was the composite of stroke, systemic embolism, pulmonary embolism, myocardial infarction, death, or major bleeding
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Adjusted Rates and Rate Differences for Thromboembo

Status

Table 2. Adjusted Rates and Rate Differences for Thromboembolism and ICH, by Warfarin Status*

Risk Factor ‘Thromboembolism IcH

Not Receiving Warfarin ~ Receiving Warfarin  Difference in Rate of ~ Not Receiving Warfarin  Receiving Warfarin  Difference in
i Rate of ICHt

Person-  Annual Rate  Person-  Annual Rate Person-  Annual Rate  Person-  Annual Rate
Years Years  per 100 Years 3 Years
Person-Years Person-Years Person-Years Person-Years

Al patients 229 32130 125 X 32994 033 33415 057

Age
<65y
6574y
75-84y
=85y

Sex
Male
Female

Past stroke
No
Yes

Hypertension
No

184
328

Diabetes
No 2.06
Yes 329

CHADS, score
037 3414 038 0.01 6133 3413 042
119 9083 059 059 10191 9082 0.48
254 10810 126 1.28 9677 10897 061
3.89 5965 1.86 2,03 4835 0. 6236 0.61
1704 634 2857 3.5 3.08 2158 3787 1.08

congestive heart filure/hypertension/age/diabetes!prior strokes CHF = congestive heart filures ICH = intracranial hemorrhage.
and rate differences, except those for CHADS,, strata are adjusted to account for the effects of the remaining risk factors lseed in this table plus coronary artery
iscase (see Mechods section). The rates presented for CHADS, are strarum.-specific crude races (chat is, they are not adjusted frther because the strata themselves are based
n multivariable models)
t Difference in rate of is calculated as fate, 6, wugaie)- Difference in rate of ICH is calculated as
ICH race,, o) — (CH rare
- —

O\
Singer, D. E. et. al. Ann Intern Med 2009;151:297-305

The net clinical benefit of warfarin, by age (top) and CHADS2 score (bottom

0.11
6574 -0.37

-0.25
<65 -0.65— "]

T T T T T

T
-05 0 05 15 2 25
Worse With Warfarin Better With Warfarin

Net Clinical Benefit, Events Prevented per 100 Person-Years

T T T T
2 25 3 35

Better With Warfarin

lism and ICH, by Warfarin



Ouderen met indicatie antistolling
moeten behandeld worden!

» Risico op trombose veel groter dan op
bloedingen

* Wel risicostratificatie
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Risicostratificatie bloedingsrisico

Tay et al. Thromb Haemost 2008
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Take home messages

Trombose frequent voorkomend bij ouderen

Mogelijk verbetering diagnostiek VTE middels
age-adjusted D-dimeer cut-off

Ouderdom gaat gepaard met verhoogde kans
op bloedingen, met name gastro-intestinaal

Hoe hoger het risico op arteriéle complicaties
hoe beter het effect van antistollingstherapie




