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1. Introduction

Copyright © 2015 Thomas J. Humphries et al. This is an open access article distributed under the Creative Commons Attribution
License, which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly
cited.

Objectives. Prophylaxis regimens for severe hemophilia A allowing more flexible dosing while maintaining efficacy may improve
adherence and decrease the cost of prophylaxis. Here, we compared the clinical effectiveness of once- or twice-weekly versus >3-
times-weekly prophylaxis with sucrose-formulated recombinant factor VIII (rFVIII-FS) in a “real-world” practice setting. Methods.
Data from 3 postmarketing studies were pooled. Patients with severe hemophilia A receiving >1 prophylaxis infusion/wk of rFVIII-
FS for >80% of a prophylaxis observation period (=5 months) were included. Patients were categorized based on physician-assigned
treatment regimens of 1-2 prophylaxis injections/wk (n = 63) or >3 prophylaxis injections/wk (1 = 76). Descriptive statistics were
determined for annualized bleeding rates (ABRs). Results. Median (quartile I; quartile 3) ABR for all bleeds was 2.0 (0; 4.0) in the 1-2
prophylaxis injections/wk group and 3.9 (1.5; 9.3) in the >3 prophylaxis injections/wk group. Median ABRs for joint, spontaneous,
and trauma-related bleeds were numerically lower with 1-2 prophylaxis injections/wk. As an estimate of prophylaxis success, 63%
(=3 prophylaxis injections/wk) to 84% of patients (1-2 prophylaxis injections/wk) had <4 annualized joint bleeds. Conclusions.
Dosing flexibility and successful prophylaxis with rFVIII-FS were demonstrated. Very good bleeding control was achieved with
both once-twice-weekly and >3-times-weekly prophylaxis dosing regimens.

venous access can be difficult [3]. Prophylaxis regimens
that allow less frequent and more flexible dosing while

Prophylaxis with factor VIII (FVIII) replacement products is
the standard of care for patients with severe hemophilia in
developed countries. Compared with on-demand treatment,
prophylaxis confers several clinical benefits and is therefore
recommended by World Federation of Hemophilia and
National Hemophilia Foundation guidelines [1, 2]. However,
standard prophylaxis generally requires injections >3 times
per week [2], which can be a barrier to treatment adherence
and may not be needed for all patients. Frequent infusions
may be particularly challenging for young patients in whom

maintaining efficacy may improve adherence and decrease
the cost of prophylaxis.

A number of studies have demonstrated the efficacy of
sucrose-formulated recombinant FVIII (rFVIII-FS) using a
>3-times-weekly dosing regimen [4-8]. Although only 2
prospective clinical studies have investigated the efficacy of
rFVIII-FS using a once- or twice-weekly dosing regimen
[9, 10], postmarketing studies of rFVIII-FS have collected
data from patients using various prophylaxis regimens [11,
12]. Using pooled data from 3 postmarketing studies, the



objective of this analysis was to compare the clinical effec-
tiveness of once- or twice-weekly versus >3-times-weekly
prophylaxis dosing with rEVIII-FS in patients with severe
hemophilia A in the routine, or “real-world,” clinical setting.

2. Patients and Methods

Patients with hemophilia A included in this analysis receiving
treatment with rFVIII-FS were enrolled in 1 of 3 postmar-
keting surveillance studies conducted in Austria, Denmark,
France, Greece, Italy, Netherlands, Spain, Sweden [11], Tai-
wan [12], and Germany (KG0301-DE. Data on File, Berlin,
Germany: Bayer Pharma AG, 2005). The studies included
patients with hemophilia A who used rFVIII-ES for routine
treatment for up to 24 months. For the current pooled
analysis, patients with severe hemophilia with FVIII:C <1%
who had a total prophylaxis observation period of >5 months
and received >1 prophylaxis infusion per week for >80% of
the prophylaxis observation period and who were considered
valid for the efficacy analysis in the respective postmarketing
surveillance study were selected. Patients with documented
inhibitors or who were receiving rFVIII-FS for immune
tolerance induction were excluded from the analysis. Data
were collected in paper-based patient diaries during the
postmarketing studies.

2.1. Dosing Regimens. The dosing regimen for each patient
was determined by the treating physician. Patients who met
the criteria for the pooled analysis were categorized into
either the 1-2 prophylaxis injections/wk group, defined as 1
or 2 documented prophylaxis injections per week in >70%
of the weeks during the prophylaxis observation period, or
the >3 prophylaxis injections/wk group. In the real-world
settings for these studies, presumably the treating physicians
evaluated the global status of their patients before assigning
dosing frequency.

2.2. Data Collection and Analysis. Descriptive summary
statistics were determined for demographic characteristics,
the number of days in the prophylaxis observation period,
number of prophylaxis injections per week, time between
injections, prophylaxis dose per week, and the annualized
bleeding rate (ABR) for total, joint, trauma-related, and spon-
taneous bleeding events. The results were analyzed overall
and by the age subgroups of patients <18 versus >18 years.
Periods of prophylaxis treatment interruption (defined
as no prophylaxis injection for >28 days) were excluded
from the main analysis. Descriptive summary statistics were
determined for the number of days excluded from the
analysis based on this definition. In a sensitivity analysis, the
number of exposure days and the ABR were analyzed for the
total observation period from the first prophylaxis injection
onward (i.e.,, including prophylaxis treatment interruptions)
to assess the impact of excluded injections and bleeds that
occurred during prophylaxis treatment interruption.

3. Results

3.1. Patients. Among 322 patients from the 3 postmarketing
studies [11, 12] [KG0301-DE. Data on File, Berlin, Germany:
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Bayer Pharma AG; 2005], 139 were eligible for analysis based
on the selection criteria for this analysis; 45% (n = 63) were
grouped into the 1-2 prophylaxis injections/wk group and
55% (n = 76) were in the >3 prophylaxis injections/wk group.
Of the 322 original patients, 183 (56%) were excluded from the
pooled analysis for not fulfilling the criteria for prophylaxis
treatment (n = 114), for having FVIIL:C >1% (n = 57) or
a history of inhibitors (n = 8), or for the fact that their
rFVIII-FS use was for immune tolerance induction (n = 4).
Demographic and prophylaxis dosing information by dosing
group is shown in Table 1; overall, half of the patients were <18
years of age and most patients were white. The median (range)
age was higher in the 1-2 prophylaxis injections/wk dosing
group compared with the >3 prophylaxis injections/wk group
(20 [0-63] years and 15 [1-71] years, resp.). Also, a higher
percentage of patients aged <18 years were assigned to the
>3 prophylaxis injections/wk group compared with the 1-2
prophylaxis injections/wk group (57% versus 44%). Fewer
patients in the 1-2 prophylaxis injections/wk dosing group
compared with the >3 prophylaxis injections/wk group had a
target joint present at the time of enrollment into the respec-
tive studies (27% and 43%, resp., Table 1). This difference may
be a result of physician evaluations prior to the assignment of
dosing frequency.

3.2. Treatment. The median total prophylaxis observation
time per patient was approximately 2 years (range, 140-
839 days), and the majority of patients had no relevant
prophylaxis treatment interruptions (nonprophylaxis peri-
ods, Tablel). The prophylaxis dose per week was lower
in the 1-2 prophylaxis injections/wk group compared with
the >3 prophylaxis injections/wk group. Patients in the 1-
2 prophylaxis injections/wk group received an actual mean
of 1.6 prophylaxis injections/week compared with 2.8 actual
prophylaxis injections/wk for patients in the >3 prophylaxis
injections/wk group. The mean annual dose for prophylaxis
injections was 2300.11U/kg/y in the 1-2 prophylaxis injec-
tions/wk group and 3834.31U/kg/y in the >3 prophylaxis
injections/wk group (Table 1).

3.3. Prophylaxis Efficacy. The median (quartile I; quartile
3 [Q1; Q3]) ABR for all bleeds was 2.0 (0; 4.0) in the 1-
2 prophylaxis injections/wk group and 3.9 (L.5; 9.3) in the
>3 prophylaxis injections/wk group (Figure 1); mean + SD
ABR was 4.1 £ 6.4 and 7.0 + 10.7, respectively. Similarly,
the median ABRs for joint bleeds, spontaneous bleeds, and
trauma-related bleeds were numerically lower in the 1-
2 prophylaxis injections/wk group compared with the >3
prophylaxis injections/wk group (Table 2).

When analyzed by age subgroup, the trend toward lower
ABRs for all bleeds in the 1-2 prophylaxis injections/wk
group was observed for both the <18 and >18 year subgroups
(Table 3). However, the ABRs were higher in patients >18
years compared with patients <18 years. The lowest median
ABR (QL; Q3) for all bleeds was observed in patients <18
years receiving 1-2 prophylaxis injections/wk (1.9 [0; 3.0]),
and the highest was observed in patients >18 years receiving
>3 prophylaxis injections/wk (4.7 [1.9; 11.2]). The ABRs for
joint and spontaneous bleeds were also higher in patients >18
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TaBLE 1: Demographic and dosing characteristics.
e et
(n =63) (n=76)

Age,y

Mean 23 21 22

Median (range) 20 (0-63) 15 (1-71) 17 (0-71)

<18y, n (%) 28 (44) 43 (57) 71 (51)
Race, n (%)

White 52 (83) 61 (80) 113 (81)

Asian 5(8) 4 (5) 9(7)

Others 2(3) 3(4) 5(4)

Missing 4(6) 8 (11) 12(9)
Target joint present, # (%) 17 (27) 33 (43) 50 (36)
Prophylaxis observation period, d

Mean + SD 573 + 220 609 + 207 593 + 213

Median (range) 695 (151-826) 731 (140-839) 726 (140-839)
Number of excluded nonprophylaxis days/patient”

Mean + SD 41 £108 34+ 96 37 £101

Median (range) 0 (0-516) 0 (0-506) 0 (0-516)
Number of all injections/wk/patient

Mean + SD 1.8+0.5 31£0.5 25+0.8

Median (range) 1.9 (1.0-3.2) 3.0 (2.0-4.8) 2.6 (1.0-4.8)
Number of prophylaxis injections/wk/patient

Mean + SD 1.6 +0.4 2.8+0.4 23+0.7

Median (range) 1.6 (0.9-2.2) 2.8 (1.5-3.8) 2.3(0.9-3.8)
Time between prophylaxis injections,” d

Mean + SD 44+14 22+04 32+15

Median (range) 4.0 (3.0-7.0) 2.0 (2.0-3.0) 3.0 (2.0-7.0)
Prophylaxis dose/wk, IU/kg

Mean + SD 44.1+26.8 73.5+33.9 60.2 £34.1

Median (range)

Prophylaxis dose/injection, IU/kg

Mean + SD
Median (range)
Prophylaxis dose/y, IU/kg
Mean + SD
Median (range)

33.5 (11.4-101.9)

270 £13.5
26.6 (6.3-56.4)

2300.1 £1396.5

1750.3 (594.8-5318.1)

71.5 (171-166.5)

262 +11.2
27,0 (6.5-54.2)

3834.3 £1768.9

3732.8 (890.7-8687.3)

56.2 (11.4-166.5)

26.6 £12.2
26.9 (6.3-56.4)

3139.0 £1778.8

2930.6 (594.8-8687.3)

*Interruptions in prophylaxis treatment, defined as periods of >28 days without any prophylaxis injection, were excluded from the main analysis.

TMedian time per patient between 2 prophylaxis infusions was analyzed.

years compared with patients <18 years in each dosing group,
whereas the ABR for trauma-related bleeds was lower in
patients >18 years compared with patients <18 years (Table 3).

A greater percentage of patients in the 1-2 prophylaxis
injections/wk group had 0 annualized bleeds and 0 annual-
ized joint bleeds compared with patients in the >3 prophylaxis
injections/wk group (30% and 40% versus 7% and 17%, resp.,
Table 4). In the 1-2 prophylaxis injections/wk group, 81% had
<8 annualized bleeds compared with 68% of patients in the
>3 prophylaxis injections/wk group. For joint bleeds, 84%

of patients in the 1-2 prophylaxis injections/wk group had
<4 annualized joint bleeds compared with 63% of patients
in the >3 prophylaxis injections/wk group. Patients in the 1-
2 prophylaxis injections/wk group were still more likely to
have 0 annualized bleeds, regardless of age subgroup (data
not shown). However, the lower percentage of patients in
the total population receiving 1-2 prophylaxis injections/wk
with >8 annualized bleeds compared with patients in the
>3 prophylaxis injections/wk group was only observed in
patients <18 years. For joint bleeds, the frequency pattern



TABLE 2: Annualized bleeding rates by dosing group.

Prophylaxis Prophylaxis
Annualized bleeding rates 1-2x/wk >3x/wk
(n=63) (n=76)
All bleeds
Mean + SD 41+64 7.0 +£10.7
Median (Q1; Q3) 2.0 (0; 4.0) 3.9 (1.5;9.3)
Joint bleeds
Mean + SD 28+52 45%70
Median (Q1; Q3) 0.9 (0; 2.6) 2.4 (0.655.5)
Spontaneous bleeds
Mean + SD 24+5.0 31+6.2
Median (Ql; Q3) 0 (0;1.9) 0.9 (0;3.7)
Trauma-related bleeds
Mean + SD 1.6 £3.7 34+54
Median (Q1; Q3) 0.6 (05 2.0) 1.5 (0.5; 4.6)
Q1 = quartile 1; Q3 = quartile 3.
8 -
_§ - 7.0 £ 10.7
=
=)
EN
g
g5
ED 4 3.9(1.5;9.3)
3
b
B 3 -
E ) ] 2.0 (0; 4.0)
s
=
g 11
<
0 A
Prophylaxis Prophylaxis
1-2x/wk >3x/wk
(n=63) (n=76)
B Mean + SD

Median (Q1; Q3)

FIGURE 1: Annualized bleeding rate for all bleeds by dosing group.
QI = quartile I; Q3 = quartile 3.

was generally similar to the overall population, but there
were more patients <18 years of age with 0 annualized joint
bleeds compared with patients >18 years of age in both dosing
groups.

Analyses using different prophylaxis regimen definitions
(receiving 1-2 or >3 prophylaxis injections/wk in 50% of the
weeks during the observation period versus 70%) resulted in
similar results as the primary analysis. A sensitivity analysis
included the total observation time from the first prophylaxis
injection until the end of the observation time irrespective of
any interruption of prophylaxis treatment. The reason for this
sensitivity analysis was to make sure that bleeding treatment
periods were not wrongly interpreted as interruptions of
prophylaxis treatment. Results from this analysis showed
that there were no major changes in bleeding results and,
especially, that the approach of the primary analysis did not
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introduce bias in favor of the 1-2 prophylaxis injections/wk
group.

4. Discussion

In this pooled analysis of data from 3 postmarketing studies,
1-2 weekly infusions of rFVIII-FS were at least as effective
as >3-times-weekly dosing in preventing bleeding episodes
in patients with severe hemophilia A, demonstrating effec-
tive prophylaxis dosing flexibility with rFVIII-FS for some
patients under real-life conditions. Almost half of the patients
(45%) treated with prophylaxis were using a regimen of
1-2 prophylaxis injections/wk; adult patients and patients
without target joints were more likely to be prescribed this
regimen. The median ABR for all, joint, trauma-related,
and spontaneous bleeds was numerically lower for patients
receiving 1-2 prophylaxis injections/wk compared with those
receiving >3 prophylaxis injections/wk. Furthermore, the
percentage of patients with 0 bleeding episodes was higher in
the 1-2 prophylaxis injections/wk group compared with the
>3 prophylaxis injections/wk group.

In these postmarketing studies, dosing frequency was
assigned by the treating physician. Patients following a 1-2
prophylaxis injections/wk regimen may have had a milder
bleeding phenotype, had fewer target joints, or had other
factors that influenced FVIII half-life; therefore, patients in
this group may have been less prone to bleeds in general or
experienced a longer duration of protection from bleeding,
resulting in numerically better outcomes compared with
patients treated >3 times/wk. Bleeding history information,
such as the number of bleeding episodes in the previous year,
was not available to investigate this hypothesis. However,
since physicians base their treatment assignment in clinical
practice on specifics of patient medical history and charac-
teristics, it can be assumed that the assignment to a lower
frequency of prophylaxis occurred for those patients with a
milder bleeding phenotype in the past. The effect of different
types of prophylaxis regimens on joint outcomes was not
the subject of this analysis. The fact that the percentage of
patients with target joints was lower in the 1-2 prophylaxis
injections/wk group compared with the >3 prophylaxis injec-
tions/wk group suggests that the lower frequency regimen
was most likely assigned to patients with a milder bleeding
phenotype. Indeed, results from a randomized, double-blind
study indicated that, while receiving 3-times-weekly prophy-
laxis with rEVIII-FS, significantly more bleeds were reported
in patients with target joints versus without target joints [4].

Analysis by age subgroup revealed that the trend toward
lower ABRs observed in the 1-2 prophylaxis injections/wk
group compared with the >3 prophylaxis injections/wk group
was not age dependent. However, there was a trend toward
higher joint bleeding rates in patients >18 years of age com-
pared with patients <18 years of age and more trauma-related
bleeds in the lower age group. An analysis of bleeding patterns
in patients with severe hemophilia A receiving prophylaxis
during prospective clinical trials found lower bleeding rates
in adults compared with children [13]. However, this same
analysis also reported a trend toward increasing frequency
of joint bleeds with increasing age and higher trauma-related
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TABLE 3: Annualized bleeding rates by dosing and age subgroups.
Prophylaxis Prophylaxis
1-2x/wk >3x/wk
Annualized bleeding rates (n=63) (n=176)
Age <18y Age 218y Age <18y Age 218y
n=28 n =35 n=43 n=33
All bleeds
Mean + SD 3.0+5.6 50+6.9 58+59 8.7+14.7
Median (Q1; Q3) 1.9 (0; 3.0) 2.4 (0; 8.4) 3.5 (1.1; 8.5) 4.7 (1.9;11.2)
Joint bleeds
Mean + SD 1.5+34 39+61 29+32 6.6 £ 9.6
Median (QL; Q3) 0.5 (0;1.5) 1.7 (0; 3.5) 1.8 (0.5;4.2) 3.8 (1.5; 8.5)
Spontaneous bleeds
Mean + SD 0.5+1.0 39+6.3 11+22 58+8.5
Median (Ql; Q3) 0 (0;0.5) 11(0; 6.8) 0.5 (0; 1.0) 3.0 (0; 8.8)
Trauma-related bleeds
Mean + SD 24+51 11+1.9 43+45 24+6.2
Median (Q1; Q3) 1.0 (0; 2.4) 0 (0; 1.1) 2.5 (0.9;7.0) 0.7 (0; 1.9)
Q1 = quartile 1; Q3 = quartile 3.
TaBLE 4: Annualized bleeding frequency. data or data on time to fall below a certain FVIII trough
. level. In addition, historical bleeding data are not available
Number (%) of patients to investigate possible reasons for the differences in bleeding
Prophylaxis Prophylaxis Total rates observed between the 2 dosing groups nor is infor-
1-2x/wk >3x/wk (N = 139) mation available on the treating physicians’ rationale for
(n=63) (n =76) selecting a specific dosing frequency. Also, unlike the CHPS
Total bleeds study, joint outcomes were not assessed in the current study,
0 19 (30.2) 5(6.6) 24 (17.3) and only annualized bleeding rates were evaluated. Another
>0 to <2 12 (19.0) 19 (25.0) 31(22.3) potential limitation of the analysis was that periods without
>2to <8 20 (31.7) 28 (36.8) 48 (34.5) documentation of injections or bleeds could have biased
8 12 (19.0) 24 (31.6) 36 (25.9) re§u1t§ or assi.gnment of patient.s to analysis groups. To avoid
) this bias, periods of prophylaxis treatment interruption >28
Joint bleeds days were excluded from the analysis. A cut-off threshold
0 25(39.7) 13 (171) 38 (27.3) of 28 days is theoretically a long enough time period to be
>0 to <2 18 (28.6) 23(30.3) 41(29.5) representative of a true prophylaxis treatment interruption
>2to <4 10 (15.9) 12 (15.8) 22 (15.8) without excluding data from bleeding treatment periods;
>4 10 (15.9) 28 (36.8) 38 (273) however, it was possible that some bleeds may have required

bleeding rates in children [13], which is in agreement with the
results of this pooled analysis.

The data from this pooled analysis support the hypothesis
that not all patients need the standard 3-times-weekly dosing
regimen to achieve bleeding control [14]. This hypothesis is
further supported by data from the Canadian Hemophilia
Primary Prophylaxis (CHPS) study, a prospective, long-term
study that investigated the efficacy of tailored prophylaxis for
severe hemophilia A [10]. Of the 56 boys in the study at study
year 13, 36 (64%) had escalated from once-weekly prophy-
laxis to twice-weekly prophylaxis to control bleeding; 17 of
these 36 patients escalated from twice-weekly prophylaxis to
alternate-day prophylaxis [15, 16].

A limitation of this analysis is that the data are pooled
from observational, noninvestigational “real-world” studies.
The results must be considered without pharmacokinetic

treatment for >28 days. A sensitivity analysis that included all
data during the prophylaxis treatment interruptions showed
no major differences compared with the primary analysis.

A definition of successful prophylaxis in the clinical
practice setting has not yet been determined. In these post-
marketing data, 81% of the once-twice-weekly dosing group
had <8 total annualized bleeds compared with 68% of those in
the >3-times-weekly dosing group. The results for annualized
joint bleeds, perhaps a better gauge of prophylaxis success,
were 84% and 63% for <4 joint bleeds for the 2 groups,
respectively. In the absence of data on patient adherence,
these results might be considered successful prophylaxis in
a practice setting. Nevertheless, one-third of the patients
treated with a standard prophylaxis regimen of 3x/week did
not demonstrate an acceptable outcome of joint bleed control
with the dosages used for prophylaxis injection. A possible
explanation is the difference in incidence of target joints at
baseline between the dosing groups. In patients <12 years of



age, target joints at baseline were present in 5.9% in the once-
twice-weekly group versus 22.6% in the >3-times-weekly
group. The corresponding figures for those >12 years of age
were 34.8% versus 57.8%. It can only be speculated that higher
dosages may provide better outcomes in terms of prevention
of joint bleeds in these patients.

5. Conclusions

Dosing flexibility with rFVIII-FS was demonstrated in this
pooled analysis from 3 postmarketing studies. Very good
bleeding control as shown by ABR for all bleeds and joint
bleeds was achieved by both a standard >3-times-weekly
dosing regimen and by a less frequent once-twice-weekly
regimen. The prophylaxis success achieved was reasonable in
the absence of an agreed definition of success in the clinical
setting. The selection of dosing regimen was made by the
treating physician. The patients prescribed the less frequent
regimen were likely to be older and to be without target joints.

Conflict of Interests

T. J. Humpbhries, S. Rauchensteiner, C. Tiickmantel, M. Maas
Enriquez, and P. Mathew are employees of Bayer. A. Pieper is
an employee of M.A.R.C.O. GmbH & Co. KG and was fully
funded by Bayer HealthCare AG (Leverkusen, Germany).

Acknowledgments

This study was funded by Bayer HealthCare AG (Leverkusen,
Germany). Medical writing assistance was provided by Erin
P. Scott for Complete Healthcare Communications, Inc.
(Chadds Ford, PA), and was fully funded by Bayer HealthCare
Pharmaceuticals.

References

[1] National Hemophilia Foundation, Medical and Scientific
Advisory Council (MASAC) Recommendations Concerning Pro-
phylaxis (Regular Administration of Clotting Factor Concen-
trate to Prevent Bleeding), Document #179, National Hemo-
philia Foundation, 2014, http://www.hemophilia.org/sites/
default/files/document/files/masacl79.pdf.

[2] A. Srivastava, A. K. Brewer, E. P. Mauser-Bunschoten et al,,
“Guidelines for the management of hemophilia,” Haemophilia,
vol. 19, no. 1, pp. el-€7, 2013.

[3] P. Petrini, “Identifying and overcoming barriers to prophylaxis
in the management of haemophilia,” Haemophilia, vol. 13,
supplement 2, pp. 16-22, 2007.

=

S. Lalezari, A. Coppola, J. Lin et al., “Patient characteristics that
influence efficacy of prophylaxis with rFVIII-FS three times per
week: a subgroup analysis of the LIPLONG study,” Haemophilia,
vol. 20, no. 3, pp. 354-361, 2014.

[5] P. Collins, A. Faradji, M. Morfini, M. M. Enriquez, and L.
Schwartz, “Efficacy and safety of secondary prophylactic vs. on-
demand sucrose-formulated recombinant factor VIII treatment
in adults with severe hemophilia A: results from a 13-month
crossover study,” Journal of Thrombosis and Haemostasis, vol. 8,
no. 1, pp. 83-89, 2010.

Advances in Hematology

[6] T. C. Abshire, H. H. Brackmann, I. Scharrer et al., “Sucrose
formulated recombinant human antihemophilic factor VIII is
safe and efficacious for treatment of hemophilia A in home
therapy—international Kogenate-FS study group,” Thrombosis
and Haemostasis, vol. 83, no. 6, pp. 811-816, 2000.

[7] M. J. Manco-Johnson, T. C. Abshire, A. D. Shapiro et al.,
“Prophylaxis versus episodic treatment to prevent joint disease
in boys with severe hemophilia,” The New England Journal of
Medicine, vol. 357, no. 6, pp. 535-544, 2007.

[8] M. J. Manco-Johnson, C. L. Kempton, M. T. Reding et al,,
“Randomized, controlled, parallel-group trial of routine pro-
phylaxis vs. on-demand treatment with sucrose-formulated
recombinant factor VIII in adults with severe hemophilia A
(SPINART),” Journal of Thrombosis and Haemostasis, vol. 11, no.
6, pp. 1119-1127, 2014.

[9] V.V.Vdouin, T. A. Andreeva, T. A. Chernoua et al., “Prophylaxis
with once, twice or three-times weekly dosing of rFVIII-FS Pre-
vents joint bleeds in a previously treated pediatric population
with moderate/severe hemophilia A, Journal of Coagulation
Disorders, vol. 3, no. 1, pp. 1-8, 2011.

[10] B. M. Feldman, M. Pai, G. E. Rivard et al., “Tailored prophylaxis
in severe hemophilia A: interim results from the first 5 years of
the Canadian hemophilia primary prophylaxis study;” Journal of
Thrombosis and Haemostasis, vol. 4, no. 6, pp. 1228-1236, 2006.

[11] R. Musso, E. Santagostino, A. Faradji et al., “Safety and efficacy
of sucrose-formulated full-length recombinant factor VIII:
experience in the standard clinical setting,” Thrombosis and
Haemostasis, vol. 99, no. 1, pp. 52-58, 2008.

[12] J.-H. Young, H.-C. Liu, E.-J. Hsueh et al., “Efficacy and safety
evaluation of sucrose-formulated recombinant factor VIII for
Taiwanese patients with haemophilia A,” Haemophilia, vol. 15,
no. 4, pp. 968-970, 2009.

[13] K.Fischer, P. Collins, S. Bjorkman et al., “Trends in bleeding pat-
terns during prophylaxis for severe haemophilia: observations
from a series of prospective clinical trials,” Haemophilia, vol. 17,
no. 3, pp. 433-438, 2011.

[14] M. Carcao, H. Chambost, and R. Ljung, “Devising a best prac-
tice approach to prophylaxis in boys with severe haemophilia:
evaluation of current treatment strategies,” Haemophilia, vol. 16,
supplement 2, pp. 4-9, 2010.

[15] P. Hilliard, N. Zourikian, V. Blanchette et al., “Musculoskeletal
health of subjects with hemophilia A treated with tailored pro-
phylaxis: Canadian Hemophilia Primary Prophylaxis (CHPS)
study;” Journal of Thrombosis and Haemostasis, vol. 11, no. 3, pp.
460-466, 2013.

[16] M. X. Hang, V. S. Blanchette, E. Pullenayegum, M. Mclimont,
and B. M. Feldman, “Age at first joint bleed and bleeding severity
in boys with severe hemophilia A: Canadian Hemophilia Pri-
mary Prophylaxis study,” Journal of Thrombosis and Haemosta-
sis, vol. 9, no. 5, pp. 1067-1069, 2011.



The Scientific
World Journal

Gastroenterology
Research and Practice

MEDIATORS
INFLAMMATION

Journal of

Diabetes Research

Journal of
Immunology Research

PPAR Research

Stem Cells
International

Journal of

Ophthalmology

onal and
cal Methods
in Medicine

Behavioural
Neurology

Hindawi

Submit your manuscripts at
http://www.hindawi.com

Journal of

Obesit

’. \

Evidence-Based
Complementary and
Alternative Medicine

rch and Treatment

International Journal of

Endocrinology

BioMed
Research International

Journal of

Oncology



