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Table 1 Demographic data of patients with inhibitor

27

No. Presence of Age of starting Age of inhibitor Inhibitor Highest Lowest
intron 22 treatment (month) at onset inhibitor inhibitor
inversion (month) (BU) (BU) (BU)

1 yes 12 119 17 30 ND
2 no 1 day 71 12 12 6.1
3 yes 4 78 2.6 15 2.3
4 yes 10 22 5.85 13.75 1.1
5 yes 2 121 76.5 76.5 27.3
6 yes 7 9 38 3,400 38
7 no* 1 9 1,600 3,920 48
8 no 4 96 15 53 1.3
9 yes 9 11 20 200 0
10 no 14 106 2.6 1,056 2.6
ND = no data; * the patient has large deletion
Table 2. Comparison between patients with and without inhibitor
Parameter Total With inhibitor Without P-value
inhibitor
Genetic factor 0.357
Intron 22 inversion 15 (42.9%) 6 (40.0%) 9 (60.0%)
Non intron 22 inversion 20 (57.1%) 4 (20.0%) 16 (80.0%)

Age at start treatment (month) 0.009
Median 10 55 18
Interquartile range 7-23 1.8-10.5 8-36
Min-max 1d-108 mo 1d-14 mo 1d-108 mo

Age at start treatment (number of patients) 0.038
0-12 months 22 9 13
>12 months 13 1 12

Exposure day (day) 0.279
Median 20 8 20
Interquartile range 8-b4 7-43 12.3-63.5
Min-max 2-215 6-69 2-215

Exposed factor
Blood component 13 6 7 0.547"
Factor concentrate 9 3 6 0.125"
Combined blood 13 1 12 0.027°

component & factor concentrate

Type of treatment 0.269

On demand 27 9 18
On demand & early treatment 8 1 7

'Comparison between blood component alone with factor concentrate alone

’Comparison between factor concentrate alone with combined blood component and factor concentrate

*Comparison between combined blood components and factor concentrate with blood component alone
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Factors Associated with the Development of Inhibitor
in Thai Pediatric Patients with Severe Hemophilia A
Kwannut Srikala'’, Werasak Sasanakul', Nongnuch Sirachainan' and Ampaiwan Chuansumrit'

jDepartment of Pediatrics, Faculty of Medicine, Ramathibodi Hospital, Mahidol University; “Pediatric Unit,

Sappasitprasong Hospital , Ubonratchatani Province

Objective: To find out the risk factors for inhibitor development in Thai children with severe hemophilia A.
Methods: Thirty-five severe hemophilia A children attending the Division of Hematology-Oncology, Department of
Pediatrics, Faculty of Medicine, Ramathibodi Hospital, were enrolled in the study. They were regularly assessed
for inhibitor every 6 to 12 months and the specific mutation of intron 22 inversion was determined by inverse
shifting-polymerase chain reaction. Other non-genetic factors, such as the age at start treatment, exposure day,
type of factor VIII replacement, type of treatment and family history, were reviewed for evaluating the association
to inhibitor development. Result: Ten out of 35 severe hemophilia A children developed inhibitor and 4 of them
had high titer. The median age of the inhibitor group was 5.5 months. Nine patients received treatment before
12 months which was significantly faster than those without inhibitors (p = 0.038). The median exposure day
was 8 days for both factor concentrate and blood components. The proportion of treatment on demand and/or
early treatment was not significantly different from the no-inhibitor group. Fifteen of 35 (42.8%) patients had
intron 22 inversion and 6 (40%) had inhibitor. However, the occurrence of intron 22 inversion was not significantly
associated with inhibitor development. Conclusion: The incidence of inhibitor in Thai children with severe
hemophilia A was 28.6% and 11.4% of them had high titer. The significant risk factor for inhibitor development
was the start of replacement therapy before the age of 12 months.
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