Thrombophilie

testing
(XET NGHIEM TANG DONG)



l. Pai cwong

» Tang dong:

» Huyét khoi:

_/ \ Hoat hoo

M

HU HAI THANH MACH

Yéu 16 nguy cor:
- Di truyén '
- Méi trurdrng

Uc ché bM

Tai bién mach mau
- Bdng mach
- Tinh mach

Thay dbi huyét dong

Tang dong



Il. Phan loai tang dong

Tieén phat

e Thiéu AT Il

e Thiéu Pr C

e Thiéu Pr S

e Khdng Pr C /FVL

« POt bién gen Prothrombin

e RL Fibrinogen huyét (Chat
lwvong va ly giai)

e Thiéu hut XI|

e Homocysteine

Mac phai

e BT dong chay, thadnh mach: bat
déng, hau phau,...

e BT tiéu cau: tang LP mdu, BTD,
dung Heparin,...

e BT dong mau: co thai, dung
estrogen, APS, bénh ac finh,...




lll. Tan suat cdc YT sinh hoc gay huyeét khoi

Bang tom tat tan sudat cdc yéu to nguy co sinh hoc gay huyet khoi tinh mach

Huvyet khoi tinh Din s6 chung (%)
mach (%)

Thiéu AT III 1-2 0,01-0,03
Thiéu Protein C 2-3 0,2-0.5
Thiéu Protein S 2-3 0,2-0.5
Yéu to V Leiden 10-20 3-7

Tang Homocysteine 10-20 2-6
Pét bien 20210A yéu to 11 5-6 1-3

Gia tang yéu to VIII - 6-8
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V. Cac xét nghiém

Tieén phat

e DL AT I

eDLPrC

e DL PrS

e Test DT YT V — Arg 506

e Do Homocysteine HT
e DL D-dimer
e -PA, PAI-1

Mac phai

e Anticardiolipin
antibodies, lupus
anficoagulant, B2
glycoprotein antibodies.

e DL Plasminogen, t-PA,
PAI-1, BL D-dimer

DL YTDM: VII, Vliic, IX
(tadng hoat tinh > T™M
Cao)




V. Bieu hién @m tham

» Huyét khoi tinh mach/thuyén tac phoi

» Bién ching thai ky: say thai nhiéu lan, thai lwu, IUGR, TSG,
bong nhau

» BEnh mach vanh
» Tam soét gia dinh

» Tam soat DS chung: nguwdi str dung hormone (thudc
ngWra thai), mang thai sém, PT chinh hinh/ung thu.



VI. Chi dinh xét nghiém

» Nhiéu chuyén khoa

Family
. 16%
24 7 khong '?ﬁztemc
thay doi QT -
theo doi

Coppens J Throm Haemost 2007



Thrombophilia
defect

AT deficiency
PC deficiency
PS deficiency

Factor V Leiden

Prothrombin
20210A

Homozygous /
combined
defects

Sporadic
miscarriage
OR

1.5
1.4
Heterogeneous data

1.7
2.1

2.7

Recurrent
miscarriage
OR

0.9
1.6
14.7 (1.0-218.0)

2.0

Intra-uterine fetal
death
OR

7.6 (0.3-196)
3.1

7.4 (1.3-42.8)
20.1 (3.7-109.2)

2.1-33

23-2.7

Rey, Lancet 2003; Robertson, Br J Haematol 2006; Nelen et al, Fertil
Steril 2000




Study Prevalence in cases Prevalence in controls

Myocardial nfarction

Feng (3) 332
CGowda (6) SN0s
Makris(7) 1680
Cushman (8) $147
Ridker (9) 21594
Doggen (10) IVSe0

Subtotal S41302

(9.4%) 125
(5.3%) $112
(200%) 124
(3.4%) 3M4R2
(61%%) 42704
(6.8%) 32646

(7.2%) 1242093

Myccardial infarction before the age of £5

Ardesuno (1 1) U100
Rosendaal (12) 384
Ardissino (1)) 9200
lobal (14) 712
Junker (15) 21241
Mansourati (16) 2038

Subtotal 7001088

1642390

(LO%) 2100
(9.5%) 16388
(45%) 8200
6.3%) 12187
(R.7%) 1219
(6.8%) 20400

(6.4%) T0/1434

(6.9%) 1943547

-

OR (95%CT) Welght

(4.0%)
(4.5%%)
(5.1%)

‘7 "'o)
(6 0%)
(3.0%)
(S9)

2.48 (0 24-25 44) 0.8%
1.93 (0.62-5,94) 3.3%
2 85 (1 2246.65) ¢ 6%
0 46 (0 18-1.21) 11.3%
1.03 (0 61-1.7%) 20.2%
1.40 (0 $6-2.27) 20 5%

126(094.167)p~0 12

019 (0 04-5.55) 1 5%
245 (1.01-8.92) 3 8%
113 (0 43-299) S 6%
0970 37.25%) 62%
133 (0.64.2.78) 9.3%
1.39 (0 7%6-2.57) 12 9%

1.34 (0.94-1.91) p~0.10

1.29(1.03-1.61) p~0.02




VIl. Vai fro XN Tang dong e

Chi phi?

Xac dinh thiéu hut

'DleU Il  Giai thich dwoc
bénh



BN c6 huyeét khoi finh mach

» YT tang déng - tdai phdate
» Can thiét phai diéu tri khadng déng?




Factor V Leiden pooled OR Prothrombin 20210A pooled OR
1.56 (95%Cl 1.14-2.12) 1.45 (95%C1 0.96-2.21)

Segal, JAMA 2009



« Meta-analysis pooled OR 2.65 (95%CI 1.18-5.97)

« Pooling cohorts of 5 family studies
« Homozygous FVL OR 1.1 (0.5-2.5)

« Double heterozygous FVL/PTM 20210A OR 1.0 (0.5-1.8)
Seqal JAMA 2009: Liiffering, Circulation 2010



« Case-cohort study of patients with recurrent VT

« Multiple Environmental and Genetic Assessment of risk factors
for venous thrombosis (MEGA)

« >5000 cases with first VT or PE, > 5000 controls
« 1999-2004

« 197 cases with recurrent VT during follow-up

« 324 controls matched for age, sex, year of first VT and region

« Exposure: tested for thrombophilia after first VT

« Qutcome: recurrent VT
Coppens J Throm Haemost 2008



VIl. Poi twong

» N > Nam

» Tré > gio

» Tién str GB cd huyét khoi finh mach > khéng cé
» V6 can/hormone > chan thwong/phau thuat

Khong lovi ich trong viéc giam nguy co’
tai phat



Ngwei co bat thworng tang dong

» DS chung
» GB cd nguwoi bi huyét khoi TM
» Duoc xac dinh tinh co

» Str dung thuoc tranh thai
* Thai ki



Vandenbroucke Lancet
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Nguy co huyét khoi TM lan dau
[ e e

Antithrombin, protein C, or protein 1.9
S deficiency

Factor V Leiden 0.5 0.1-1.3
Prothrombin 20210A 0.4 0.1-1.1

Elevated FVIll:c 0.2-0.5; 0.5-2.7

Homozygous factor V Leiden 0.1-4.0*

Combined defects . 0.3-1.61

Middeldorp, Br J Haematol 2008; Segal



VIIl. bieu tri tang doéng

VTE Major bleeding

0,
~ 2 70

per year




IX. Bién chirng

» Nhiém trong noi chich

» Phan irng da: 30% phu N/ liéu cao
» Di ’ng (hiém)

» LoOng xwong

» Chay mau




Drawbacks of testing: costs in €

« Full thrombophilia panel (excluding LAC/ACA) 330

« Consultation with an expert 200
Total/patient 530

Spin-off costs

« Consultation of 4 first degree relatives 800

« Lab costs targeted testing (4x 50) 200

+ Intensified prophylaxis for 3 weeks (life-time estimation, 2x) 300

Total/4 relatives 1300

TOTAL 1830
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