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OBJECTIVES METHODS

Hemophilia A Is the most common type of
hemophilia(1). Prophylaxis has long been used but
not universally adopted because of medical,
psychosocial, and cost controversies. Inhibitory
antibodies to exogenous FVIII are a major
complication of haemophilia treatment (2). Clinical
hallmark of inhibitor development is failure to
respond to routine replacement therapy(3-4).Some
study showed, the risk of inhibitor development is
higher In patients treated with rEVIIl than In patients
treated with pFVIII(9). Several data suggest that
prophylaxis initiated at the early age may increase
the risk of inhibitor formation (6) . However some
studies showed that early exposure to factor VII|
was not directly associated with higher incidence of
Inhibitor(7).The titer of antibody may be less than 5
Bthesda units (low responders) or excess of 5
Bthesda units (high responders). The clinical
approach is different for these two groups (8-9) .\W
performed a study to assess the patients with
Inhibitors directed against FVIII.
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This descriptive analytic study was done in our teaching center from May 2010 to
May 2011. Data were collected from all eligible children attending in our hemophilia
Care Center. Consecutive patients with severe hemophilia A (FVIII <1 IU/ mL) were
Included. Patients were treated with either a plasma-derived or recombinant FVIII
(rFVIIl) product. First monitoring for inhibitory antibodies was performed at the time
of study with a mixing study. In every patient with abnormal mixing study antibody
against FVIII has been measured. Our laboratory used the Bethesda assay and a
significant inhibitor titer was defined as being 21.0 BU/ mL on at least two
consecutive measurements. High titer inhibitors were defined as having a titer of
>5 BU/ mL at any time. Data were collected for each patient on family history of
inhibitor development, date of first exposure to exogenous FVIII, the age of the
patient at inhibitor development and the number of joint involvement were recorded.
Analysis of the parameters was performed using SPSS 18 with chi-squared testing.
All analyses were performed using a significance P value of < 0.05.
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In our study 52 severe hemophilia patients recruited. All of
them were male at age 4-60 years (mean=22.33%£1.99 years).
All these patients had hemophilia A and a FVIIl level of
<1 IU/ mL and had commenced treatment between 1995 and
2010. The overall prevalence of inhibitor development
(21.0 BU/ mL) in this study was 9 of 52 (17.3%; CI=95%, 7%-
28%). In 6 patients (11.5%) inhibitor levels were more than 5
Bethesda units. Minimum levels of inhibitors were 2.3
Bethesda units and maximum levels of inhibitors were 29
Bethesda units. Mean age of patients with inhibitors was
10.89 months and mean age of patients without inhibitors was
24.60 months (p.value:0.008). The children in the younger
patients received their first treatment during the first month of
life while older patients were treated at the time of bleeding.
The older patients have irregular treatment. Patients without
iInhibitors suffered from at least one joint deformity more than
patients without inhibitors [3 of 9(33%) versus 25 of 43(58%)]
respectively.

(>5 BU/ mL)

N
o
N
L
LL
=

1. Rosner F. Hemophilia in the Talmud and rabbinicwritings. Annak of Internal Medicine. 1980, 70(£:833.
2. Favakli K, Makris M, Zulfikar B, Erhardtsen E, Abrams Z5, Kenet G. Home treatment of haemarthroses using a single dose

CD n Gl u 5 I D n :fei;r;?; :ﬂﬁimﬂ:?nﬁﬂﬂﬁfig gél{:g;aﬁ?:'lg{glth haemophilis and inhibitors. AmultFcentre, randomised, double-blind, oross-
Our study showed that the prevalence of inhibitors in our population is similar to other population (10- o 0 Novimete o P e
11).But it Is more than that has been showed by Klukowska and et al(12). The product that has been used MEgmwﬂ:*mﬁp;;:e&%t}uﬁ}ﬁ“ﬁbﬂfzﬂ
In this study was Octanate. So we need to be more familiar for this product. Our study showed that the N Capa T, Unasineki T [Easly prophylsain of blecting s heemophila arda -k of inhibsor develogment] PolMerburLekar,
production of inhibitors in our population, in recent decade, is more than that was previous decades. [t may 6 Kamba T Nagas T ks A [Aracspecive sy onre devacpmatof krin Japanase e e

be due to use of exogenous FVIll as prophylaxis in some new hemophilia A patients and use of exogenous 0
FVIII on demand in old hemophilia A patients at the last decades or may be due to difference In type of
concentrate that were used (13).Conversely, Ociepa and his coworkers showed that undisputable is that

Aledort L. Inhibitors in hemophilia patients: cumrent status and management Am J Hematol. 1992 Nov, 473): 208-17.

Lusher JM, Arkin 5, Abildgaard CF, Schwartz RS. Recombinant Factor VIl for the Treatment of Previously Unireated
Patients with Hemophilia A-Safety, Efficacy, and Development of Inhibitors. Mew England Journal of Medicine. 1993.328(7):453-9.

Zhou X, Sun J, LiuY, Li Q. [Afollow-upstudy of the developrment of factor VI inhibitor in Chinese patients with hemophilia
Al. Nan Fang ¥i Ke Da Xue Xus Bao. 2010 Dec,30{12):2721-4.

12. Flukowska A, Komrska WV, Jansen M, Laguna P. Low incidence of factor VIl inhibitors in previously untreated patients during
prophylaxis, on-demand treatment and surgical procedures, with Octanate{R): interimreport frorm an ongoing prospective cinical study.
Haemaophilia. 2011 May; 17{3): 289208

prophylaxis of haemophilia is associated with a lower risk of inhibitor development than on-demand remophis Avereduin Pl daiv v ecama facar ot s ATl eareen ROl
therapy(7). Mauser and et.al believed, risk of inhibitor development in mild haemophilia A is increased with 16 MeussrBunscnolen £7 IEENY. Schuigers B, Rocsendasi G, Fischr ik f s dvelopmert i i
age (14).Although other studies did not show this problem(15-16). It may be such as other study that has ”M;iﬂ"m;';:;“%iﬂm“““E"*m“?fmﬂ,m o
announced; Initial treatment with recombinant FVIIl and the presence of a major molecular defect was the am:““mlﬂa::ﬂ“‘“mtm@“mmmmgm
most important variables affecting inhibitor development(17-18). We should consider both inhibitor I retio e P Cabrerall CIdAR Haya 5, Beneyto M Espincs C, ot al. Severe and modrate hemophiia A dertficaion of 33
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