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Thrombophilia Testing

Inherited Thrombophilia

Will testing
change Will it
UL T cause harm?

%

e Is it accurate?

@]

Table 2 Prevalence of inherited thrombophilic disorders and relative risk estimates for first and recurrent VTE®

Disorder Affected Prevalence Prevalence in | Relative Relative

gene in the general | patients risk for risk for

population® | with VTE first VTE recurrent VTE

Factor V Leiden heterozygote F5 5-12% 12-20% 3-6 1.1-1.8
Factor V Leiden homozygote 0.004-0.25% | 0.01-1.5% [l | 6-20 1.2-26
Prothrombin G20210A heterozygote | F2 0.7-4% 5-8% > 0.7-23
Prothrombin G20210A homozygote Rare Rare =50% Insufficient data
Antithrombin deficiency SERPINC1 0.02-0.2% 0.5-2% 5-5U 1.9-2.6
Protein C deficiency PROC 0.2-0.5% 2-5% ‘ 4-24 14-25
Protein S deficiency PROST 0.03-0.7% 1-3% ‘ 5-30 1-25

Abbreviation: VTE, venous thromboembolism.

“Relative risks pared with persons with i have wide ranges as they are taken from multiple
studies and may differ based on how calculations were derived, and what populations were included,328.32:3540-42.51,57.58.63.66.90-107

"Rates apply to Caucasian populations; prevalence is much lower in other groups.
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Is thrombophilia testing useful? @ SR
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Whom should we test?

Patient with VTE

Was the event provoked
by a transient rik factor?

‘Asymptomatic amily member of
patient with VTE

Counsel about rsk of VTE associated with
positive FH and attention to thromboprophylaxis

during high-risk periods
=

e for Oiscies potsrtal benetit and Will esults o thrombophilia testing affect
thrombophilia limitations of thrombophilia e oo by e ol it
testing® testing with patient il L

Order thrombophilatesting?
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Fig. 1 Clinicalapplication of thrombophil esting, Cavest: Consider thrombophila testingn cae of uncertin strength ofprovoking fctor and younger
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Tamily member,if known. VKA, VIE

Gaddh, Rosovsky, Semin Resp Crit Care Med 2021

Unusual site thrombosis
Cerebral ~ Splanchnic
7&8

9&10

Surgical Non-Surgical  Pregnancy  COC
2 3 4 5

Minor provoking RF COC/HRT Pregnant Cancer
23
VTE in family No VTE in family & General VTE in family
hnmboph family population Ante-partum Post-partum
21 22
Thrombophilia Unknown coc HRT  Unknown Thrombophilia
in family Thrombophiia 15 16 Thrombophllll in family
in family
13
Selective test  Panel test COC  HRT COC  HRT
n 12 17 18 19 20




Duration of Anticoagulation

Aim of long-term

anticoagulation
after VTE is to

prevent recurrent
VTE over time

[T ——

Evidence suggests
that risk of recurrence
after stopping therapy
is largely determined by:
+ whether acute VTE has been
effectively treated
+ patient’s intrinsic risk of having

new episode of VTE (individual
risk of recurrence)

Table |1 Categorization of risk factors for venous thromboembolism based on the risk of recurrence over the long-
term

Estmated risk for long-term Risk factor category
recurrence® for index PE>

Transient or reversible factors
“associaced with <10-fold Increased risk
for first (index) VTE
Intermedite (3-8% per year)

« Minor surgery (general anaesthesia for <30 min)
Admission to hospitalfor <3 days with an acute illess

Oestrogen
Pregnancy or puerperium
« Confined to bed out of hospita for 23 days with
an acure finess
« Leg injury (without fracture) associated with reduced
mobileyfor 23 days

« Long-haul fight

* Inflammatory bowel disease.

No idenifiable isk factor
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VTE Prediction Models
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Burggraaf L, et al. Pol Arch Intern Med 2023; 133(5): 16492 de Winter MA, et al. Thrombosis Research 2021; 199: 85-36
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Prediction Risk Scores
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CLINICAL RESEARCH
Thrombosis and antithrombotic treatment

Recurrent venous thromboembolism
and bleeding with extended anticoagulation:
the VTE-PREDICT risk score

Maria A. de Winter ©', Harry R. Biiller?, Marc Carrier®, Alexander T. Cohen®,
John-Bjarne Hansen®, Karin A.H. Kaasjager', Ajay K. Kakkar®, Saskia Middeldorp’,
Gary E. Raskob®, Henrik T. Serensen®, Frank L.J. Visseren™, Philip S. Wells®,
Jannick A.N. Dorresteijn © '°f, Mathilde Nijkeuter © '#', and the VTE-PREDICT
study group
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VTE-Predict Risk Score

'VTE-PREDICT to predict risks of recurrent VTE, bleeding and individual benefits, and harms of extended anticoagulation

Development
Competing risk-adjusted models for
C' Recurrent VTE
@ Clinically relevant bleeding
were derived in combined individual patient data (n = 15,141
Frerey Bleeding Risk Study, Hokusai-VTE, RE-MEDY,
RE-SONATE, PREFER in VTE Registry
b, A
Validation
External validation (n = §9,257) showed agreement
between predicted and observed risks up to 5 years

m Danish VTE Cohort, EINSTEIN-CHOICE,
GARFIELD-VTE, Tomsg study, MEGA study

Key features of the VTE-PREDICT risk score
Suitable for all adult patients with VTE without active
cancer for whom the decision to stop or continue
anticoagulation is yet to be made

Uses 14 simple, readily available patient characteristics
+ Avallable worldwide through https//vtepredict.com

Healthy male patient.
60 years o

inbrorkad DI} DOAC (fll dose)

DOAC (reduced)

SBP 135 mmHg

ih o
C o @ 20%x )%

5-year risk witnout extended treatment
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The Balance of Shared Decision Making in Determining the

Optimal Duration of Anticoagulation After VTE

Venous thrombo-embolism

@ ook orshcddecionmakng (@)

« Risk scores (VTE-PREDICT) Provider

 Continuing medical education
« Patien education materials
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Occupationsl hazards  Patient preferences

Blecding

Liestyle considerations
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Dose Reduction Dose Reduction

Extended treatment of venous thromboembolism with
reduced-dose versus full-dose direct oral anticoagulants in

- CUE onieoad Reduction of DOAC dose

patients at high risk of recurrence: a non-inferiority, ) ; L. .

multicentre, randomised, open-label, blinded endpoint trial did not meet non-inferiority criteria.
e e S o e e However, the low recurrence rates in both groups & substantial
s e reduction of clinically relevant bleeding with the reduced dose
« 47 hospitals in France could support this regimen as an option.
+ Reduced dose vs therapeutic dose apixaban or rivaroxaban
+ 2768 patients MASsACHUSET

1usETTS
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B Major Bleeding:Primary Safety Outcome
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How do | apply these results to my patients?

| ORIGINAL ARTICLE ” § N :
Apixaban for Extended Treatment of %f ol
d hromb boli K] . . .
Provoked Venous Thromboembolism b ot - Who do | consider for long term anticoagulation?
T - No identifiable risk factor (unprovoked)
Mot
M mom o w ow ow - Identifiable risk factor but with persistent risk factors (cancer)
- Recurrent VTE
(L T e em——r—,
g | ] resomacere - "high risk thrombophilia” or APLS
§
% w - Reduce dose at 6-12 months
H - Reassess
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No.atRisk GENERAL HOSPITAL
Apwabin 294 268 s 31 m
Phcsbo I 5 20 W w0 Department of

APLS: antiphospholipid antibody syndrome

Hematology/Oncology __zology
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Closing Reflections

Duration of anticoagulation depends: - Patients with VTE should be
offered long term AC if: Thank you
O Q v No identifiable risk or
identifiable risk but with
_ & persistent risk factors Email: rprosovsky@mgh.harvard.edu
[ v low risk of bleeding 9P Twitter: @RosovskyRachel
RRisk of Blfisl:1 of 5 Pa;tient v whose preference is to
ecurrent eedin rererence ;
VTE off AC onAC continue AC
L Frrro ) R
VTE: venous thromboembolism; AC: anticoagulation Department of Department of
Hematology/Oncology Hematology/Oncology
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