Thrombophilia in Japanese population
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Table 1. Odds ratio of protein S KI96E wmutation for VTE

General . 95%
VTE r?roup population Ofdocgsvr_?go Confidence Adjustment References
(n) interval
161 3,651 4.72 2.39- 9.31 age, sex Kimura et al, 2006
85 304 3.74 1.06 - 13.23 none Kinoshita et al, 2005

Table 2. Profiles of protein S levels in homozygous patients with protein S KI96E mutation

Total Free .
. : Protein S
ar?trigé?w’ nl e\S/ ol a r%gé%m‘ e\S/ ol aotisxity Frequency References
(%) %) (%)
case ] 78 94 35 One out of 85 VTE patients Kinoshita et al, 20056
case 2 n. d. n.d. 39
Two out of 173 VTE patients Miyata et al, 2009
case 3 n. d. n. d. n. d.

n. d.: not determined.
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Figure 1.

Protein S activity in wild-type and K196E heterozygous
individuals™. Mean®SD protein S activity in heterozy-
gous and wild-type individuals measured by Staclot Pro-
tein S (Diagnostica Stago) was 71.9% +17.6% (n=34)
and 87.9% £19.8% (n=1828) (P< 0.0001), respectively.
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Protein C ~ Protein S
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Figure 2.

Sex- and age-related differences in plasma activity of protein C, pro-
tein S, antithrombin, and plasminogen in the Japanese general popula-
tion®’. Protein C, antithrombin, and plasminogen activity was measured
in 2090 men and 2427 women. Protein S activity was measured in 1252
men and 1438 women. Activity was analyzed in 10-year age groups.
Results show mean value. Error bars indicate standard deviation for
each age group; squares, activity in men; circles, activity in women, #P
< 0.05, ##P < 0.001, ###P < 0.0001 compared with those in the pre-
ceding age group (same sex). *P < 0.05, **P < 0.001, ***P < 0.0001 sex
difference within same age group.
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Figure 3.

Patient numbers with nonsynonymous mutations in
protein C, protein S and antithrombin genes in 173
Japanese patients with venous thromboembolism.
Nonsynonymous mutations are missense mutation,
nonsense mutation, frame-shift mutation, and splice
site mutation, and one amino acid deletion.
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Table 3. Mutations identified in protein S and protein C genes

Onset age Family history Mutation Mutation
of initial VTE of VTE in protein S gene in protein C gene
40 no K196E R221W
25 ves K196E V339M
55 no K196E V339M
39 yes K196E R271W
b7 unavailable K196E K193del
Table 4. Racial difference of gemetic background for VTE
Japanese Caucasian

Low frequency
mutations

Rare mutations

Protein S K196E mutation

Mutations in protein S, protein C,
and antithrombin genes

Factor V Leiden mutation
Prothombin G20210A mutation

Mutations in protein S, protein C,
and antithrombin genes
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