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No. N& | Bik | S& | M#&
1 100 | 044 | 035 | 062
2 100 | 048 | 027 | 062
3 100 | 046 | 038 | 051
4 100 | 044 | 048 | 059
5 100 | 043 | 034 | 045
6 100 | 031 | 029 | 034
7 100 | 052 | 043 | 046
8 100 | 064 | 067 | 057
9 100 | 063 | 055 | 056
10 100 | 054 | 062 | 058
Mean () | 1.00 | 049 | 044 | 053

(N R 2 8 /25 I 22 48)
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No.| N# | B | S# | M# | CV%
1| 147 | 162| 182 | 127 153
2| 185| 190 | 299 | 157 300
3| 207| 218| 236 | 216| 56
4] 332 370 307 | 29| 100
5| 338| 38| 438 | 402| 106
6| 354| 55| 541 | 554 196
7] s61| 523| 568 | 640 85
8| 602| 462| 392 561 189
9| 650 | 506| 52 | 615 123
10 | 11358 | 10338 | 8005 | 10395 | 142
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Abstract

Methodological characteristics of Factor VIII: C inhibitor assays, and an evaluation
by the application of correction factor

Satoshi Yamazaki”, Noriko Yamazaki”, Noriko Suzuki”, Hiromi Goto”,
Shigenobu Takayama®, Masashi Taki®
YDepartment of Clinical Laboratory, St. Marianna University School of Medicine Hospital,
2-16-1, Sugao, Miyamae-ku, Kawasaki, Kanagawa, 216-8511 Japan
“Faculty of Health Science, Daito Bunka University
9Department of Pediatrics, St. Marianna University Yokohama City Seibu Hospital

In recent years, for the FVIII inhibitor assay, the Nijmegen method has been recommended by
the ISTH. However, it has not yet become common in Japan, and the Bethesda method is still widely
used, and modified Bethesda methods also exist.

To clarify the differences between these methods, we compared four FVIII inhibitor assays: the
Nijmegen (N), Bethesda (B), and two (S and M) modified Bethesda methods. The two modified meth-
ods use pre-treated plasma with an inactivation treatment of coagulation factors at 56°C, method S
uses FVIII deficient plasma, and method M uses normal plasma as a control.

In a comparison of sample dilution procedures using FVIII deficient plasma, the N and S meth-
ods, with nearly the same pH values in all of the tested samples, showed a constant FVIIL: C. How-
ever, methods B and M, with a decrease in pH due to sample dilution, showed an elevated FVIIL C of
12% ~16%, according to their pH changes.

The results for 10 samples with. EVIIL; C inhibitor varied remarkably (CV: 22% ~55%; mean,
34.6%) among the four methods. The inhibitor values from B, S; and M were significantly higher than
the values from method N (p <0.001). Especially, the six cases of <5BU/ml validated by method N
were indicated as >5BU/mlin five cases by method S, and in three cases by methods B and M.

By application of the correction factors obtained based on method N; the CV variations were im-
proved markedly to 5.7%~30.0% (mean, 14.5%). Furthermore, the discrepant six cases were cor-
rected, decreasing to two cases in S and B, and to one case in method M.

These results have clearly shown that the inhibitor values obtained via the four methods differ,
which: may be due to differences in the dilution procedures. An application of the correction factor:
based on method N may be useful for comparing the inhibitor values.

Key words: Factor VIII, Inhibitor, Haemophilia A, Bethesda method, Nijmegen method
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