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Efficacy of short-term full-dose prophylaxis in adult Chinese patients with severe

hemophilia A
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Abstract: Objective To investigate the efficacy of short-term full-dose prophylaxis in adult Chinese patients with severe
hemophilia A. Methods Thirteen adult Chinese patients with severe hemophilia A receiving on-demand or low-dose
prophylaxis underwent ultrasound examination of the target joints and evaluation of Hemophilia Joint Health Score (HJHS).
The data of annual bleeding episodes in the period of on-demand or low-dose prophylaxis were collected retrospectively from
the patients, and the changes in bleeding and joint condition (ultrasound findings of the target joints and HJHS) were observed
during short-term full-dose prophylaxis. The activity intensity of the patients was assessed using the IPAQ questionnaire, and
the 72 h FVIII trough activity was measured during full-dose prophylaxis. Results The median age of the 13 patients was 26.0
(20.5-29.0) years. For full-dose prophylaxis, the patients received a median therapeutic dose of 31.0 (29.1-33.0) IU/kg,
administered for 3 times per week; the median 72 h FVIII trough activity of patients was 1.7% (1.3-3.4%). During the follow-up
period for 3 months, the annual bleeding rates (ABR) and annual joint bleeding rates (AJBR) decreased significantly in all the
patients (P=0.001 and 0.001, respectively), but zero bleeding was achieved in only 4 patients (30.8%) and zero joint bleeding in
7 patients (53.8%); 9 patients (69.2%) still experienced breakthrough bleeding. The damage severity of target joints assessed by
ultrasound and HJHS in 6 patients (46.2% )was worse than before and no obvious progression of target joints damage was
found in 7 patients (53.8%). Compared with the patients without progression, the patients with worsened joint damage had
poorer baseline joint condition, higher bleeding frequencies before and during the follow-up, a higher intensity of physical
activity, and a lower baseline FVIII activity. Conclusion At present, although short-term full-dose prophylaxis can significantly
reduce the bleeding and partially prevent the progression of joint damage, it is not yet possible to achieve the goal of zero
bleeding for all adult patients with severe hemophilia A in China, nor can it completely prevent further joint damage. For adult
patients with different clinical bleeding phenotypes, joint conditions and physical activity intensity, individualized therapy
involving additional evaluation methods should be implemented, and physiotherapy and surgical intervention can be
considered when necessary.
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Tab.1 Comparison of bleeding status of the patients with on-demand/low dose and short-term full-dose

prophylaxis (n=13)

Bleeding rates On demand/low-dose prophylaxis Short-term full-dose prophylaxis P
ABR(time/year) 0.001
Mean+SD 41.5+29.1 5.6%6.5
Median (inter-quartile range) 36.0 (20.0-54.0) 4.1(0.0-8.1)
AJBR(time/year) 0.001
Mean+SD 36.2+30.1 3.7+5.8
Median (inter-quartile range) 30.0 (16.0-38.0) 0.0 (0.0-4.1)

ABR: The average bleeding rates in one year; AJBR: The average joint bleeding rates in one year.
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Tab.2 Changes in target joint assessment after short-term full-dose prophylaxis

Patient number Change in target joint

Change in target joint Assessment of target joint

ultrasound score HJHS score
1 3 1 Progression
2 2 1 Progression
3 0 0 No significant progression
4 1 -1 Progression
5 1 1 Progression
6 0 1 No significant progression
7 0 0 No significant progression
8 2 1 Progression
9 0 -1 No significant progression
10 0 -1 No significant progression
11 3 2 Progression
12 0 0 No significant progression
13 0 0 No significant progression
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Tab.3 Comparison between groups with and without progression of joint damage after short-term full-dose prophylaxis

Index Group with joint progression (n=6) ~Group without joint progression (n=7) P
Baseline FVI11:C (%) 0.8 (0.7-1.1) 1.2 (0.9-1.9) 0.181
Initial clinical bleeding phenotype
Pre-ABR (time/year) 36.0 (33.0-54.0) 20.0 (20.0-60.0) 0.295
Pre-AJBR (time/year) 33.0 (24.0-45.0) 18.0 (12.0-40.0) 0.445
Initial joint state
Number of target joint 2.0 (1.8-4.0) 1.0 (0.0-3.0) 0.234
Total score of HIHS 33.5 (25.5-38.5) 20.0 (17.0-25.0) 0.073
Total HIHS score of target joint 14.0 (9.0-19.0) 8.0 (0.0-16.0) 0.234
Total ultrasound score of target joint 12.0 (9.8-20.0) 8.0 (0.0-23.0) 0.628
FVI1II trough activity during follow-up (%) 1.9 (1.0-3.2) 1.7 (1.3-3.5) 0.628
Bleeding rates during follow-up
ABR (time/year) 4.1(0.0-17.2) 4.1(0.0-4.1) 0.731
AJBR (time/year) 2.0 (0.0-16.2) 0.0 (0.0-4.1) 0.534
Physical activity intensity (MET) 3586.5 (527.5-16504.5) 540.0 (274.0-4452.0) 0.234

Pre-ABR: Bleeding rates of patients in one year on demand or low-dose prophylaxis; pre-AJBR: Joint bleeding rates of patients in
one year on demand or low-dose prophylaxis; ABR: Bleeding rates of patients in one year on short-term full-dose prophylaxis; AJBR:

Joint bleeding rates of patients in one year on short-term full-dose prophylaxis.
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