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Background and aims. Acquired hemophilia A (AHA) is a
rare autoimmune bleeding disorder caused by neutralizing
autoantibodies against factor VIII (FVIII). While the inhibitor
titer is central to diagnosis and monitoring, its relationship
with clinical severity and treatment outcomes remains contro-
versial. We analyzed the experience of the Hemophilia Cen-
ter at Padua University Hospital to evaluate the effectiveness
of immunosuppressive and hemostatic treatments, and to as-
sess whether baseline inhibitor titer influences clinical com-
plications and time to remission.
Methods.  We  retrospectively  reviewed  22  patients  diag-
nosed  with  AHA.  Clinical  and  laboratory  characteristics,
bleeding events, immunosuppressive regimens, use of bypass-
ing agents, and time to inhibitor negativization were collect-
ed. Patients were stratified by inhibitor titer at diagnosis:
low (<5 BU/mL) vs high (≥5 BU/mL). Between-group com-
parisons  were  performed  using  Fisher’s  exact  test,  chi-
square test, Mann–Whitney U test, and Kaplan–Meier survi-
val analysis.
Result. The cohort included 22 patients: 13 with high-titer
(≥5 BU/mL) and 9 with low-titer (<5 BU/mL) inhibitors. Base-
line characteristics were comparable between groups, except
for expected differences in FVIII activity and inhibitor titer
(median FVIII: 1% [IQR 0.5–2.3] in the high-titer group vs 4%

[IQR 2.5–7.5] in the low-titer group; median inhibitor titer:
24 BU [IQR 10–48]  vs  2  BU [IQR 1.2–3.4],  respectively).
Bleeding complications occurring before inhibitor clearance
were more frequent in the low-titer group (4/9) than in the
high-titer group (1/13; p = 0.043 by chi-square, p = 0.116 by
Fisher’s exact test). Bypassing agents were used more fre-
quently in the high-titer group (12/13 vs 4/9; p = 0.023). Me-
dian time to inhibitor negativization was shorter in the high-
-titer group (55 vs 264 days), with a borderline difference at
Kaplan–Meier analysis (Log-rank p = 0.057). No significant
correlation was found between inhibitor titer and time to re-
mission (Spearman’s ρ = –0.337, p = 0.186; Mann–Whitney p
= 0.200). A summary table and Kaplan–Meier survival curve
are provided (Figure 1).
Conclusion.  According to our Center's experience, a low-
titer inhibitor at diagnosis does not necessarily indicate a
milder disease course. Patients with low titers experienced
more bleeding events before inhibitor clearance and showed
a trend toward delayed negativization—potentially due to di-
agnostic delay or underestimation of bleeding risk. Converse-
ly, patients with high-titer inhibitors might receive earlier
and more intensive treatment, leading to faster resolution.
While low-titer inhibitors are often perceived as less threaten-
ing, our findings suggest they may still carry a substantial
bleeding risk and should not be underestimated.
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