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Breakthrough bleeding in adult patients with severe hemophilia A receiving low- and

intermediate-dose FVIII for tertiary prophylaxis: characteristics and influencing factors
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Abstract: Objective To investigate the characteristics of breakthrough bleeding in adult patients with severe hemophilia A
(SHA) receiving low- and intermediate-dose FVIII for tertiary prophylaxis and explore the factors affecting the outcomes of the
treatment. Methods Forty-nine patients (mean age 31.53+7.33 years) with SHA receiving tertiary prophylaxis FVIII treatment
were divided into low-dose group (7=15) and intermediate-dose group (17=34). The data including clinical bleeding phenotype
(Pre-AJBR), 72 h EVIII trough activity, and Functional Independence Score in Hemophilia (FISH) were recorded in all the
patients, and Hemophilia Steward APP was used to record the bleeding episode and the treatment data. All the patients were
followed up for at least 6 months. Results In the low-dose and intermediate-dose groups, the number of joint bleeding (AJBR)
episodes were 18.79+13.03 and 9.28+7.02 per year (P=0.016), and the proportions of spontaneous bleeding were 75.0% and
47.7%, respectively. The proportions of patients with target joint were 80% and 44%, target joint bleeding occurred in 59% and
41%, and cataract bleeding after 0-12 h of prophylactic injection occurred in 4.86% and 5.18% of the patients with a median
breakthrough bleeding time of 40.08 h and 46.08 h (P=0.008), respectively. The proportions of patients with 72 h FVIII trough
activity <1% were 44.4% and 34.8% in the two groups, respectively. AJBR was negatively correlated with the preventive dose
consumed (r=-0.57, P=0.000, n=49) and FISH, but positively correlated with Pre-AJBR in the two groups (P<0.05). Conclusion
Tertiary prophylaxis with low- and intermediate-dose FVIII is not sufficient to achieve the goal of preventing progression of
joint disease in Chinese adult patients with SHA. Although the prophylactic dose is the most important factor to affect the
treatment efficacy, other non-factor approaches may also help to improve the efficacy of the treatment.
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Tab.1 General information of the patients in the two groups (Mean+SD)

Parameter Low-dose group Intermediate-dose group P

n 15 34 \

Age (year) 31.00+4.96 31.76+8.22 0.740
BMI (kg/m?) 22.44+4.97 21.73+£3.31 0.556
Pre-ABR (time/year) 26.33+9.20 38.44+24.55 0.071
Pre-AJBR (time/year) 19.20+6.75 27.41+20.96 0.147
Prophylactic dose (U/kg) 11.66+2.37 16.49+2.52 0.000
Injection interval (day) 3.53+0.64 2.85+0.436 0.000
Consumption of prophylaxis (U/kg) 62.03+16.51 103.07+20.54 0.000
Consumption of bleeding treatment (U/kg) 45.03+42.94 31.22+20.86 0.134
Total consumption (U/kg) 107.07+42.58 134.29+23.04 0.006
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= Intermediate-dose group
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Fig.1 Comparison of ABR and AJBR between the two groups.
*P<0.05 vs low-dose group.
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Tab.2 Analysis of breakthrough bleeding in the two groups

Bleeding reason Low-dose group Intermediate-dose group ha P
Spontaneous bleeding 75% 47.7% 25.54 0.000
Traumatic bleeding 25% 52.3% 25.54 0.000
Proportion of patients with o o

target joint 80% 44.12% 5.417 0.029
Target joint bleeding 59.03% 41.45% 6.859 0.009
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Fig.2 Comparison of onset time of breakthrough bleeding
between the two groups. *P<0.05 vs low-dose group.
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Fig.3 Relationship between AJBR and consumption of prophylaxis.
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