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Factor VIII half-life and clinical phenotype of severe
hemophilia A

Hemophilia is a rare X-linked dis-
ease characterized by the absence
of clotting factor VIII or IX activity

in the severe form (factor VIII/IX < 0.01
IU/mL). Without treatment patients with
severe hemophilia suffer up to 96 joint
bleeds and muscle bleeds per year.1-3 Two
different treatment strategies can be
applied; (i) administration of factor VIII or
IX when bleeding occurs (on demand), (ii)
prophylactic treatment, in which factor is
given at regular intervals with the aim of
preventing bleeding and subsequent
arthropathy.4,5 Prophylaxis can be applied
in different ways. Data from Swedish tri-
als demonstrate that prophylactic therapy
at a young age, using a high-dose regimen
in which dosage is adjusted according to
trough levels of factor VIII (hemophilia A
25-40 IU factor VIII on alternate days, a
minimum of three times a week; hemo-

philia B: 25-40 IU factor IX twice weekly),
prevents joint damage.6 Results from
Dutch studies have suggested that
arthropathy can also be prevented using
lower doses of factor concentrates for pro-
phylaxis in an individually tailored regi-
men in which dosages are increased in
case of spontaneous breakthrough bleeds.7

The latter strategy allows for the study of
the association between clinical character-
istics, treatment and factor VIII half-life. 

In pharmacokinetic studies a consider-
able inter-individual variation of factor
VIII half-life has been observed among
patients, whereas intra-individual varia-
tion of half-life is small.8 The effect of this
inter-individual variation of factor VIII
half-life on treatment or clinical outcome
has not been reported. The aim of this
study was to describe the association
between individual factor VIII half-lives,
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Background and Objectives. Patients with severe hemophilia A have considerably dif-
ferent factor VIII half-lives. Whether this is associated with their clinical characteristics
has not been reported. The aim of this study was to describe the association of factor
VIII half-lives with treatment and clinical characteristics of patients with severe hemo-
philia A, who have been treated with individually tailored prophylaxis.

Design and Methods. Patients were selected from a single-center cohort of 214
patients with severe hemophilia, born between 1944 and 1995. To improve efficiency
we measured factor VIII half-life in 42 patients selected from the extremes of the dis-
tribution of phenotypes of severe hemophilia. We assessed information on life-long
joint bleeds and clotting factor consumption. Orthopedic outcome was assessed by the
Pettersson score.

Results. Among these patients with severe hemophilia, factor VIII half-life ranged from
7.4-20.4 hours (median 11.8 hours). A one-hour increase in factor VIII half-life was
associated with 96 (95% confidence interval (CI) 2 -190) IU less clotting factor use per
kg per year. Age was an important determinant of factor VIII half-life, and explained a
large part of the association between factor VIII half-life and clotting factor consump-
tion. The median number of joint bleeds per year and arthropathy were similar for
patients with different half-lives.

Interpretations and Conclusions. Among patients with severe hemophilia, treated pro-
phylactically with clotting factor, those with a shorter factor VIII half-life required slight-
ly more clotting factor to prevent joint bleeds and subsequent arthropathy than similar
patients with a longer factor VIII half-life.
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treatment and clinical characteristics of patients with
severe hemophilia A treated with individually tai-
lored prophylactic regimens.  

Design and Methods

Study design and population 
Patients were selected from a previously described

cohort of 214 patients with severe hemophilia, born
between 1944 and 1995.9 In short, all patients had
been followed for at least 6 years, or more than 50 %
of their total lifetime and visited our clinic during fol-
low-up at least once yearly. X-rays of elbows, knees
and ankles were performed every 5 years and scored
according to the Pettersson score for radiological
evaluation of joints as recommended by the World
Federation of Hemophilia.10 Each joint was attributed
a minimum of 0 points (i.e. no arthropathy) to 13
points, resulting in a maximum total score of 78
points. Joints with arthrodeses, ankylosis or arthro-
plasty were assigned 13 points. All X-rays were
scored by a single radiologist. 

Patients who were HIV-positive, who had liver fail-
ure, low platelets, increased prothrombin time (PT),
low factor V, signs of liver cirrhosis on ultrasound or
who were known to have inhibitory antibodies
against factor VIII were excluded. To improve effi-
ciency we restricted measurements to 42 patients
with either severe or relatively mild clinical pheno-
types of severe hemophilia. Patients were selected
from three different birth cohorts. A similar propor-
tion of patients was selected from each birth cohort.
The oldest patients, born between 1955 and 1965,
were selected according to their last Pettersson score
and the number of joints with arthropathy. Patients
with the most (n=6) and with the least (n=6) affected
joints were selected. 

Patients born between 1965 and 1985 were select-
ed according to a combination of three treatment
characteristics.11 For each patient we calculated a
score: 2 × weekly dose (IU/kg/wk) on prophylaxis +
3 × the annual joint bleed frequency on prophylaxis
– 3 × age at start of prophylaxis. Patients with the
highest (n=10) and the lowest (n=10) scores were
selected. The youngest patients, born between 1985
and 1995, were selected according to the age at
which they experienced their first joint bleed.
Patients with the youngest (n=5) and oldest (n=5) age
at first joint bleed were selected. Eligible patients or
parents were asked for informed consent. They were
asked not to use factor VIII during the 72 hours
before their visit for the assessment of factor VIII
half-life. Two days before their visit to the clinic,
patients were asked to complete a questionnaire to
give information on their general health status and

use of medication in the preceding days. Since fever
has been reported to increase half-life of factor VIII,
febrile patients or those feeling ill were asked to post-
pone their visit for factor VIII half-life measurement
until they had fully recovered.12 Since bleeding and
surgery are known to decrease factor VIII half-life,
patients who had had a severe bleed or surgery dur-
ing the past 3 months were asked to postpone their
visit for 3 months.13,14 The Medical Ethics Committee
of the University Medical Center Utrecht approved
this study.

Treatment strategy
All patients were intended to receive prophylaxis,

which was dosed according to individual bleeding
patterns. Dosages were adjusted when breakthrough
bleeds occurred.9 Some patients, however, decided to
interrupt or stop prophylaxis.11 As prophylaxis was
introduced in the 1970s, the oldest patients in this
study had late access to this treatment. 

Blood collection and processing
Blood samples were collected by atraumatic

venipuncture without pressure into plastic tubes con-
taining 0.109 M buffered trisodium citrate. The ratio
of blood to anticoagulant was 9:1. To be sure that cit-
rate tubes were filled without contamination from
tissue fluids, the first 5 mL of blood was not used for
clotting factor assays. A baseline blood sample was
taken at t=0. To determine factor VIII half-life we
infused 50 IU/kg of the factor VIII product regularly
used by the patient. Fifteen patients used high purity
plasma-derived factor VIII, 25 patients used recombi-
nant factor VIII and 2 patients used B-domain delet-
ed recombinant factor VIII. After infusion with factor
VIII, blood samples were collected at 15, 30 minutes
and 1, 3, 5, 24, 30, 48 and 60 hours. 

The blood samples were centrifuged for 15 min-
utes at 1500 × g (2693 rpm) immediately and plasma
was stored at –70°C.

Laboratory assays
A number of standard laboratory tests were per-

formed at the Clinical Chemistry Department of our
hospital. First, plasma concentrations of C-reactive
protein (CRP) were determined to assess sub-clinical
infection. Concentrations above 15 mg/L were con-
sidered increased. Second, hematocrit was measured
and was considered normal from 20 to 55%. All
hemostasis-related tests were performed at the
Thrombosis and Hemostasis Diagnostic Laboratory
of our institute. Factor VIII activity was determined
using the one-stage method. Since inhibitory anti-
bodies against factor VIII may influence factor VIII
half-life,15 the presence of these antibodies was
assessed in pre-infusion samples using the Nijmegen-
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variant of the Bethesda assay.16,17 Inhibitor concentra-
tions of >0.3 Bethesda units (BU)/mL were consid-
ered positive. Pre-infusion von Willebrand factor
(VWF) antigen levels were determined in a previous-
ly described immunosorbent assay using polyclonal
antibodies.18 Pooled plasma from 40 healthy donors
was used as a reference.

Data analysis
We used the pharmacokinetic program PK solu-

tions 2.0 (Summit Research Services) to calculate fac-
tor VIII half-life. The last five years of follow-up were
used to estimate annual clotting factor use (IU/kg/yr),
number of joint bleeds per year and weekly dose on
prophylaxis (IU/kg/wk). Linear regression analysis
was used to assess the relation between clinical char-
acteristics and factor VIII half-life and between factor
VIII half-life and determinants of factor VIII half-life,
such as age, blood group and VWF antigen. Factor
VIII half-life on recombinant and plasma-derived
products was compared using the independent sam-
ple T-test. A χ2 test was used to compare the number
of patients on recombinant products according to
clinical phenotype. Since Pettersson scores showed a
skewed distribution with many zero scores, a gener-
alized linear model with gamma distribution and log
link19 was used to model the association between
Pettersson score and factor VIII half-life.
Furthermore, since Pettersson scores are highly
dependent on age,20 the findings were adjusted for
age at Pettersson score.

Results

Forty-two patients with severe hemophilia A were
selected. CRP and hematocrit were normal in all
patients and none of the patients had inhibitory anti-
bodies against factor VIII. The mean age was 28.8
(standard deviation (SD) 11.8) years. Factor VIII half-
life ranged from 7.4 to 20.4 hours (median 11.8
hours) and was similar for plasma-derived and
recombinant products, being 11.8 and 13.3 hours,
respectively (p=0.09). Recombinant products were
used by 67% of patients with a more severe clinical
phenotype and by 52% of patients with a milder
clinical phenotype (p=0.17). B-domain deleted prod-
ucts were only used by 2 of the patients with a more
severe phenotype and its effect could therefore not
be tested. Analyses including and excluding these 2
patients were similar.

Factor VIII half-life according to clinical phenotype
The median factor VIII half-life was 12.8 hours

(interquartile range (IQR) 11.0-14.7) among patients
with a more severe clinical phenotype and 12.8 hours

(IQR 11.0-14.3) among patients with a milder clinical
phenotype (p=0.78). The median age in these two
groups was similar, being 27.7 and 29.8 years for
patients with more severe and milder clinical pheno-
type, respectively (p=0.56). 

Clinical characteristics and factor VIII half-life
The clinical characteristics of the study population

according to strata of factor VIII half-life are presented
in Table 1. Patients with a longer factor VIII half-life
were older than patients with a shorter half-life.
Similarly, weight tended to be higher in patients with
a longer factor VIII half-life. The age at start of pro-
phylaxis tended to be earlier in patients with shorter
factor VIII half-life. The median annual factor VIII
consumption per kg was higher in patients with a
shorter factor VIII half-life. A one-hour increase in fac-
tor VIII half-life was associated with 96 (95%-confi-
dence interval (CI) 2-190) IU less clotting factor use
per kg per year (p<0.05) (Figure 1). Age was an impor-
tant determinant of factor VIII half-life. After adjust-
ment for age the association between factor VIII half
life and clotting factor use reduced considerably; each
hour increase in factor VIII half-life was associated
with 36 (CI -41 to113) IU/kg/yr less clotting factor use
(p=0.36). Accordingly, patients with a shorter factor
VIII half-life tended to need a higher weekly dose on
prophylaxis. The median annual joint bleed frequency
was comparable between patients with a half-life
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Table 1. Clinical characteristics of patients with severe hemophil-
ia A according to factor VIII half-life.

Factor  VIII half-life  Factor VIII half-life p
> 12 h < 12 value

n 20 22

Age (yr) 21.9 (15.2-28.4) 35.7 (22.7-43.8) 0.06

Weight (kg) 67.0 (55.6-79.2) 74.5 (64.2-85.3) 0.11

Treatment characteristics
Age at start of prophylaxis (yr) 4.5 (3.0-7.4) 8.7 (5.0-18.2) 0.21
Annual clotting factor use 2217 (1589-2700) 1588 (816-2156) 0.03
(IU/kg/yr) 
Weekly dose on prophylaxis 44 (35-55) 33 (24-49) 0.14
(IU/kg/wk) 

Joint bleed frequency 2.9 (1.1-4.4) 2.6 (1.0-4.8) 0.84
(per year)

Clinical manifestations
Age at first joint bleed (yr) 2.0 (1.0-4.0) 2.1 (1.2-3.8) 0.38
Pettersson score 0 (0-11) 15 (4-32) 0.90

Plasma factors
VWF-Ag (IU/mL) 0.98 (0.81-1.19) 1.36 (1.14-1.80) < 0.01
Blood group O [n (%)] 14 (70) 8 (36) 0.03

Values are medians (IQR) or numbers (%). p: value adjusted for age at Petersson
score.



shorter than 12 hours and patients with a factor VIII
half-life longer than 12 hours. The age at the first joint
bleed was similar in patients with a shorter and a
longer factor VIII half-life. The median Pettersson
score was 0 points (IQR 0-11) in patients with a factor
VIII half-life shorter than 12 hours and 15 points (IQR
4-32) in patients with a factor VIII half-life longer than
12 hours (p=0.90). Regression analyses with factor VIII
half-life as a continuous variable and adjusted for age
at Pettersson score showed that factor VIII half-life
was not associated with Pettersson score (results not
shown).

Determinants of factor VIII half-life
VWF:Ag and factor VIII half-life increased with age

(Table 2). An increase of ten years in age was associ-
ated with an increase of 0.16 U/mL of VWF:Ag.
Patients with blood group O had lower VWF:Ag. The
mean VWF:Ag level in patients with blood group O
was 1.09 U/mL (SD 0.25 U/mL), compared to 1.54
U/ml (SD 0.79 U/mL) in patients with other blood
groups (p=0.02). As expected, patients with a higher
VWF:Ag concentration had a longer factor VIII half-
life. An increase of 0.10 U/mL VWF:Ag was associat-
ed with 16.6 (95%-CI: 9-24) minutes longer factor
VIII half-life (p<0.01). 

Discussion 

This study describes the association between factor
VIII half-life and the clinical characteristics of patients
with severe hemophilia. We found that shorter factor
VIII half-life was associated with higher annual clot-

ting factor use, which was largely explained by the
association between age and factor VIII half-life.
Among these prophylactically treated patients, joint
bleed frequency and arthropathy as measured by the
Pettersson score did not differ between patients with
a shorter and patients with a longer factor VIII half-
life. VWF and blood group were other determinants of
factor VIII half-life.

This is the first study to describe the association
between factor VIII half-life and clinical characteristics
of severe hemophilia. Since it was too much effort to
measure factor VIII half-life in all 214 patients, we
restricted the study population to the extremes of the
distribution of clinical phenotype of severe hemophil-
ia. This selection does not influence the validity of the
results, but provides a wide distribution of pheno-
types and therefore a higher probability of detecting
an association between clinical phenotype and factor
VIII half-life. We selected patients with different ages
in order to be able to study the effect of age on factor
VIII half-life. 

It may be argued that the potential role of non-neu-
tralizing antibodies was not ruled out, since these
were not detected by functional laboratory assays.
However, none of the patients had a history of
inhibitory antibodies and all patients had had more
than 1000 exposures by the time of the factor VIII
half-life measurement. It is therefore very unlikely
that the patients in our study have non-neutralizing
antibodies.21

We found that patients with a shorter factor VIII
half-life needed more clotting factor in order to main-
tain a similar joint bleed frequency as that in patients
with a longer factor VIII half-life. This association was
for a large part explained by the influence of age on
factor VIII half-life. The number of subjects in our
study was too small to assess the association between
factor VIII half-life and clotting factor consumption
stratified for age.

Inter-individual variation of factor VIII half-life was
in accordance with other reports: previously reported
ranges vary between 2.6 and 30 hours.8,13,22-25 Limited
data are available on factors responsible for the intra-
individual variation in factor VIII half-life. We found
that age was an important determinant of FVIII half-
life. In contrast, Vlot et al. did not find an association
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Figure 1. Half-life and annual clotting factor use.
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Table 2. Factor VIII half-life and VWF:Ag according to age.

Factor VIII half-life (h) VWF:Ag (IU/mL)

10-20 years (n=13) 11.2 (10.5-14.8) 1.13 (0.89-1.27)
20-30 years (n=12) 11.5 (10.9-13.8) 1.08 (0.84-1.32)
> 30 years  (n=17) 13.7 (12.0-16.9) 1.30 (1.10-1.67)
p for trend 0.063 0.045

Values are medians (IQR).
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between age and factor VIII half-life.26 This may be
explained by the smaller age variation in their study
population. In both the present study and in studies
by Fijnvandraat et al. and Vlot et al., pre-infusion
VWF:Ag influenced factor VIII half-life.8,26

Furthermore, in both the present study and in a
study by Vlot et al., factor VIII half-life was influenced
by blood group; patients with blood group O have a
shorter factor VIII half-life than do patients with group
A, B or AB, which may at least partly be explained by
lower VWF:Ag levels in patients with blood group O.26

Weight, length, presence or absence of the factor VIII
gene inversion and Rhesus phenotype did not influ-
ence factor VIII half-life.26

Our results suggest that patients with a shorter fac-
tor VIII half-life need more intensive treatment; factor
VIII half-life may be useful in dosing prophylactic
treatment. It would be worthwhile studying whether
assessment of factor VIII half-life very early in life (e.g

before the start of prophylaxis) could contribute to
improvement of treatment and prevention of joint
damage among patients with severe hemophilia. 

In conclusion, among these patients with severe
hemophilia, treated prophylactically with clotting fac-
tor, those with a shorter factor VIII half-life required
slightly more clotting factor to prevent joint bleeds and
subsequent arthropathy than did similar patients with
a longer factor VIII half-life.

KvD, JGvdB, PJL, PGdG, EPM-B, GR, DEG, HMvdB: sub-
stantial contributions to conception and design of the study, acqui-
sition, analysis and interpretation of data, drafting the article and
revising it critically for important intellectual content, or final
approval of the version to be published. 

The authors would like to thank Els Haan for her help in collect-
ing the samples and Margriet van Klaren for performing all factor
VIII assays.

Manuscript received January 28, 2005. Accepted February 26,
2005.

References
1. Schramm W, Royal S, Kroner B, Bern-

torp E, Giangrande P, Ludlam C, et al.
Clinical outcomes and resource utiliza-
tion associated with haemophilia care in
Europe. Haemophilia 2002; 8:33-43.

2. Molho P, Rolland N, Lebrun T, Dirat G,
Courpied JP, Croughs T, et al. Epidemio-
logical survey of the orthopaedic status
of severe haemophilia A and B patients
in France. The French Study Group.
Haemophilia 2000; 6:23-32.

3. Aledort LM, Haschmeyer RH, Petters-
son H. A longitudinal study of ortho-
paedic outcomes for severe factor-VIII-
deficient haemophiliacs. The Ortho-
paedic Outcome Study Group. J Intern
Med 1994;236:391-9.

4. Lofqvist T, Nilzson IM, Berntorp E,
Pettersson H. Haemophilia prophylaxis
in young patients: a long-term follow-
up. J Intern Med 1997;241:395-400.

5. Van Den Berg HM, Fischer K, Mauser-
Bunschoten EP, Beek FJ, Roosendaal G,
van der Bom JG, et al. Long-term out-
come of individualized prophylactic
treatment of children with severe
haemophilia. Br J Haematol 2001; 112:
561-5.

6. Nilsson IM, Berntorp E, Lofqvist T,
Pettersson H. Twenty-five years' experi-
ence of prophylactic treatment in severe
haemophilia A and B. J Intern Med 1992;
232:25-32.

7. Fischer K, Astermark J, van der Bom JG,
Ljung R, Berntorp E, Grobbee DE, et al.
Prophylactic treatment for severe
haemophilia: comparison of an interme-
diate-dose to a high-dose regimen.
Haemophilia 2002;8:753-60.

8. Fijnvandraat K, Peters M, ten Cate JW.
Inter-individual variation in half-life of
infused recombinant factor VIII is relat-
ed to pre-infusion von Willebrand factor
antigen levels. Br J Haematol 1995; 91:
474-6.

9. Fischer K, van der Bom JG, Mauser-
Bunschoten EP, Roosendaal G, Prejs R,

Grobbee DE, et al. Changes in treatment
strategies for severe haemophilia over
the last 3 decades: effects on clotting
factor consumption and arthropathy.
Haemophilia 2001;7:446-52.

10. Pettersson H, Ahlberg A, Nilsson IM. A
radiologic classification of hemophilic
arthropathy. Clin Orthop 1980;2:153-9.

11. Fischer K, van der Bom JG, Prejs R,
Mauser-Bunschoten EP, Roosendaal G,
Grobbee DE, et al. Discontinuation of
prophylactic therapy in severe haemo-
philia: incidence and effects on out-
come. Haemophilia 2001;7:544-50.

12. Allain JP. Principles of in vivo recovery
and survival studies of VIII:C. Scand J
Haematol Suppl 1984;41:123-30.

13. Messori A, Longo G, Morfini M, Cinotti
S, Filimberti E, Giustarini G, et al. Multi-
variate analysis of factors governing the
pharmacokinetics of exogenous factor
VIII in haemophiliacs. Eur J Clin Phar-
macol 1988;35:663-8.

14. Longo G, Messori A, Morfini M, Baudo
F, Ciavarella N, Cinotti S, et al. Eval-
uation of factor VIII pharmacokinetics in
hemophilia-A subjects undergoing sur-
gery and description of a nomogram for
dosing calculations. Am J Hematol 1989;
30:140-9.

15. Morfini M, Lee M, Messori A. The
design and analysis of half-life and
recovery studies for factor VIII and fac-
tor IX. Factor VIII/Factor IX Scientific
and Standardization Committee of the
International Society for Thrombosis
and Haemostasis. Thromb Haemost
1991;66:384-6.

16. Verbruggen B, Novakova I, Wessels H,
Boezeman J, van den Berg HM, Mauser-
Bunschoten E. The Nijmegen modifica-
tion of the Bethesda assay for factor
VIII:C inhibitors: improved specificity
and reliability. Thromb Haemost 1995;
73:247-51.

17. Kasper CK, Aledort L, Aronson D,
Counts R, Edson JR, van Eys J, et al.
Proceedings: a more uniform measure-
ment of factor VIII inhibitors. Thromb
Diath Haemorrh 1975;34:612.

18. Romijn RA, Westein E, Bouma BN,
Schiphorst ME, Sixma JJ, Lenting PJ, et
al. Mapping the collagen-binding site in
the von Willebrand factor-A3 domain. J
Biol Chem 2003;278:15035-9.

19. McCullagh P, Nelder JA. Generalized
linear models. 2nd ed. London: Chapman
& Hall. 1989.

20. Fischer K, van Hout BA, van der Bom
JG, Grobbee DE, van den Berg HM.
Association between joint bleeds and
Pettersson scores in severe haemophilia.
Acta Radiol 2002;43:528-32.

21. Batlle J, Gomez E, Rendal E, Torea J,
Loures E, Couselo M, et al. Antibodies
to factor VIII in plasma of patients with
hemophilia A and normal subjects. Ann
Hematol 1996;72:321-6.

22. Fijnvandraat K, Berntorp E, ten Cate JW,
Johnsson H, Peters M, Savidge G, et al.
Recombinant, B-domain deleted factor
VIII (r-VIII SQ): pharmacokinetics and
initial safety aspects in hemophilia A
patients. Thromb Haemost 1997; 77:
298-302.

23. Messori A, Longo G, Matucci M,
Morfini M, Ferrini PL. Clinical pharma-
cokinetics of factor VIII in patients with
classic haemophilia. Clin Pharmacokinet
1987;13:365-80.

24. Kasper CK, Kim HC, Gomperts ED,
Smith KJ, Salzman PM, Tipping D, et al.
In vivo recovery and survival of mono-
clonal-antibody-purified factor VIII con-
centrates. Thromb Haemost 1991; 66:
730-3.

25. Matucci M, Messori A, Donati-Cori G,
Longo G, Vannini S, Morfini M, et al.
Kinetic evaluation of four Factor VIII
concentrates by model-independent
methods. Scand J Haematol 1985;34:22-
8.

26. Vlot AJ, Mauser-Bunschoten EP, Zar-
kova AG, Haan E, Kruitwagen CL,
Sixma JJ, et al. The half-life of infused
factor VIII is shorter in hemophiliac
patients with blood group O than in
those with blood group A. Thromb
Haemost 2000;83:65-9.




