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Given the spontaneous disappearance of inhibitors and high cost of ITI, it 

is worthwhile to postpone ITI for 11 months unless the peak inhibitor titer 

is greater than 10 BU/mL.

The medical record  and infusion diary of hemophilia A patients registered in the 

Korea Hemophilia Foundation  from 1991 to 2014 were investigated 

retrospectively. Phenotypes, age at diagnosis of hemophilia A, exposure days, 

interval of inhibitor testing, age at detection of inhibitor, peak inhibitor titer and 

duration of inhibitor presence, treatment strategy and type of F8 gene mutation 

were collected . 

Low titer group included patients having historical peak titer of inhibitors 

recorded between 0.6 BU/mL and less than 2 BU/mL, moderate titer group 

between 2 BU/mL and less than 5 BU/mL, high titer group between 5 BU/mL and 

less than 10 BU/mL and very high titer group 10 BU/mL or more. Persistent 

inhibitors were inhibitors tested positive consistently since factor VIII 

concentrates had been challenged. The inhibitor was defined as transient if it 

disappeared within a short period of time while the patient remained on standard 

treatment . 

R   E   S   U   L   T

Inhibitors comprising IgG antibodies bind to active sites of factor VIII molecules 

and neutralize clotting function of factor concentrates. Once inhibitor develops, it 

makes hemostasis more difficult and increases disability [1], reduces quality of 

life [2] and shortens the life expectancy [3]. 

The incidence of inhibitors is known to be about 30% of severe hemophilia A [4], 

0.9-7% of mild to moderate hemophilia A [5]. The prevalence of inhibitors 

reported as high as 8.9-16.4% [6] in severe hemophilia A

For transient inhibitors, large dose infusion of factor concentrates or bypassing 

agents can be used. Persistent inhibitors can be only eliminated by ITI. Due to 

the large amount of factor concentrates spent in ITI, commencing ITI becomes a 

sophisticated matter in terms of eligibility, timing and the protocol.

Immune tolerance induction (ITI) can reduce inhibitors against factor VIII 

concentrates by 70‒80%. In this study, we elucidated the characteristics of 

inhibitors and attempted to determine the proper indications and timing for ITI.
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