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ABSTRACT

Objectives: To determine US societal burden of illness, including
direct and indirect costs and annual bleed rate (ABR), for persons
with hemophilia B (HB), a rare and debilitating genetic disorder, and to
examine associations of hemophilia severity and treatment regimens
with costs and ABR. Methods: From 2009 to 2014, the Hemophilia
Utilization Group Studies Part Vb collected prospective data from 10
US hemophilia treatment centers. Participants with HB completed
initial surveys on sociodemographic characteristics, clinical charac-
teristics, and treatment patterns. During the 2-year follow-up, partic-
ipants reported bleeding episodes, work absenteeism, and caregiver
time quarterly. These data were used to calculate ABR and indirect
costs. Direct costs were calculated using 1-year clinical chart records
and 2-year dispensing records. Results: Of the 148 participants, 112
with complete medical records and one or more follow-up survey
were included. Total mean annual per-person costs were $85,852
(median $20,160) for mild/moderate HB, $198,733 (median $147,891)
for severe HB, and $140,240 (median $63,617) for all participants

without inhibitors (P < 0.0001). Mean ABR for participants with severe
HB on prophylaxis (5.5 = 7.9 bleeds/y) was almost half that of those
treated episodically. Clotting factor and indirect costs accounted for
85% and 9% of total costs, respectively. Compared with episodic
treatment, prophylaxis use was associated with 2.5-fold higher clot-
ting factor costs (P < 0.01), low but significantly more missed parental
workdays (P < 0.0001) and clinician (P < 0.001) or nursing visits (P <
0.0001), less part-time employment and unemployment, and lower
hospitalizations costs (P = 0.17) and ABR (P < 0.0001). Conclusions:
HB is associated with high economic burden, primarily because of
clotting factor costs. Nevertheless, prophylaxis treatment leads to
clinical benefits and may reduce other nonfactor costs.

Keywords: burden of illness, economic outcome, prospective studies,
rare diseases.
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Introduction

Hemophilia is a rare congenital blood disorder that primarily
affects males and causes potentially fatal internal bleeding in the
brain and the gastrointestinal tract as well as frequent bleeding
in joints and soft tissues [1,2] This disorder affects approximately
20,000 individuals in the United States. Hemophilia B (factor IX
deficiency or HB) is much rarer than hemophilia A (factor VIII
deficiency or HA), occurring in about 4,400 of these 20,000 US
residents [3]. For individuals with hemophilia, acute bleeding
episodes can occur spontaneously and after trauma or surgery.
Repeated bleeding in joints may eventually lead to debilitating
and painful chronic hemophilic arthropathy, limiting mobility
[2,4].

Although there is no cure, hemophilia can be effectively
managed by integrated teams who have expertise in diagnosis
and management with clotting factor replacement therapy
administered either after a bleeding episode (episodic or

on-demand treatment) or regularly to prevent bleeding episodes
(prophylaxis) [5-7]. People with mild or moderate hemophilia
who bleed infrequently commonly use episodic treatment, which
can control bleeding, relieve pain, and restore joint mobility, but
cannot prevent arthropathy [8]. Prophylaxis results in fewer joint
bleeds, delays the onset of arthropathy, and improves quality
of life (QOL), and is currently considered optimal care for
individuals with severe hemophilia who may bleed every 1 to 2
days [5,7,9-12].

The low prevalence of HB limits obtaining cohorts of sufficient
size to robustly examine burden of illness associated with HB
distinct from that specific to HA [13]. Because of individual
variations in hemophilia severity, treatment regimens, and
underlying therapeutic response, costs and outcomes can differ
significantly in terms of bleeding rate, health care resource
utilization, and QOL [12,14]. Prophylaxis compared with episodic
treatment has been associated with lower bleeding rates across
persons with HA and HB, but at the price of higher clotting factor
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costs [14,15]. The degree to which prophylaxis can improve
outcomes to mitigate other hemophilia-related costs due to work
productivity losses and health care services utilization and how
the benefit of prophylaxis varies in HB remain unclear [13].
Furthermore, about 25% to 30% of individuals with HA and 3%
to 5% of those with HB develop inhibitors (antidrug antibodies) to
clotting factors [16]. These individuals require higher doses of
clotting factors or other bypassing agents and can accrue annual
costs more than 3 times higher than the costs for individuals
without inhibitors [17].

Previous studies have estimated that 45% to 94% of total direct
medical costs are due to clotting factor usage [15,18,19]. One
French study of 126 individuals with HB found that the extra
direct medical cost of prophylaxis versus episodic treatment was
approximately $24,695 per bleeding episode prevented [15].
Although it remains unclear whether clotting factor consumption
differs significantly between individuals with HA and HB, it is
possible that persons with HA have more severe outcomes and
could bear total costs different than those with HB [20,21].
Furthermore, approximately twice the amount of recombinant
factor IX, which is used to treat HB, is generally required to
achieve the same increase in normal circulating factor levels
compared with recombinant factor VIII, which is used to treat HA.
In addition, clotting factor is priced by the unit and so twice as
much factor results in twice the cost for treatment. Thus, it is
useful to obtain more comprehensive estimates of burden of
illness by hemophilia type and other clinical subgroups.

Recent studies have estimated the hemophilia-related burden
of illness specifically in the United States [14,22-25]. Four studies
calculated direct costs across both HA and HB from a payer’s
perspective using claims data [22-25]. Nevertheless, claims data
lack detailed clinical and sociodemographic variables to identify
hemophilia severity, treatment regimen, and inhibitor status and
generally do not record information regarding work productivity
or bleeding episodes. A 2015 study used prospective patient-
reported outcomes and medical record extraction to calculate
both direct and indirect costs and annual bleed rate (ABR) among
222 individuals with HA in the United States, revealing total
mean annual per-person costs of $195,332 (median $139,571) in
2011 US dollars [14].

This study used prospective, longitudinal cohort data from the
Hemophilia Utilization Group Studies Part Vb (HUGS Vb), a
multicenter study designed to examine the burden of illness
among persons with HB at federally supported hemophilia treat-
ment centers (HTCs) in the United States. HTC care is a multi-
disciplinary, team-based care delivery model that aims to prevent
orthopedic complications and maximize physical and psycholog-
ical functioning as well as socioeconomic benefits [6].

The objective of this study was to determine societal burden
of illness, including direct and indirect costs and ABR, for persons
with HB in the United States and to examine associations of
hemophilia severity and treatment regimens with costs and ABR.

Methods

Hemophilia Utilization Group Studies Part Vb

From 2009 to 2014, 10 HTCs collected prospective data on individ-
uals with HB from 15 states (Arkansas, California, Colorado,
Illinois, Indiana, Kansas, Massachusetts, Michigan, Mississippi,
Montana, Ohio, South Dakota, Texas, Washington, and Wyoming)
using the HUGS Vb protocol. All participants provided informed
consent or assent. The inclusion criteria for the individuals were
that they should be 1) aged between 2 and 64 years at initial
interview; 2) diagnosis of factor IX deficiency of 30% or less, with
or without history of inhibitors; 3) receiving at least 90% of

hemophilia care from the HTC; 4) English- or Spanish-speaking;
and 5) seen at the HTC within 2 years before the study’s initiation.
The protocol was approved by the institutional review board of the
University of Southern California and of each participating HTC.

All adults 18 years or older or parents of pediatric participants
younger than 18 years completed a baseline survey to collect
information regarding sociodemographic characteristics, clinical
characteristics, and treatment patterns. Participants or parents
completed a follow-up survey quarterly over a 2-year study
period (eight follow-up surveys) to track work or school absentee-
ism, unpaid hemophilia-related caregiver time, bleeding epi-
sodes, and health outcomes. ABR was annualized from the sum
of participant-reported bleeding episodes.

Baseline clinical chart information included weight, inhibitor
status, treatment patterns, and comorbidities collected from
clinical chart abstraction. Follow-up clinical information regard-
ing health care services utilization, changes in treatment pattern,
inhibitor development, and new medical problems was
abstracted monthly from clinical charts in the first year of the
2-year study period. Prescription data were collected monthly
from dispensing records throughout the 2-year period.

Determination of Direct Costs

Each recorded instance of health care services utilization or drug
dispensation was multiplied by the price associated with the
service or product to estimate direct costs, which were adjusted
to 2014 US dollars using the Consumer Price Index for medical
care. Only patients with complete chart and dispensing records
were included in the analysis.

Direct costs from clinical charts included all-cause hospital-
izations, emergency room (ER) visits and outpatient services, and
related units of clotting factor received. The length of stay (LOS)
and primary diagnoses were used to calculate hospitalization
costs. The average daily inpatient cost was obtained from the
Agency for Healthcare Research and Quality’s Healthcare Cost
and Utilization Project National Inpatient Sample average LOS
and costs, on the basis of hospital-specific cost-to-charge ratios,
for each International Classification of Diseases, Ninth Revision, code
recorded [26]. The average cost of an ER visit was based on the
Medical Expenditure Panel Survey statistical briefs [27].

Outpatient services included HTC visits (comprehensive,
nursing, clinician, physical therapist, and social work/psychol-
ogy), laboratory tests, and outpatient procedures. Comprehensive
visits refer to annual multidisciplinary evaluations that involve
the HTC team of specialists, nurses, and hematologists and
include laboratory testing, assessment of treatment, and various
training and counseling. Costs were estimated from the 2014
Medicare fee schedule, on the basis of Current Procedural
Terminology codes [28]. A list of laboratory tests required during
comprehensive visits, which varied by age, use of recombinant or
plasma-derived clotting factor, and virological status, was sum-
marized and reviewed by a hematologist previously [14].

Annual medication costs were also included in direct costs
and calculated using the average of 2-year dispensing records.
The unit cost for clotting factors and bypassing agents was
obtained from payment allowance limits for Medicare Part B
[29]. All hospital-supplied factors recorded in the clinical charts
were priced and added to health care services utilization costs.
The Veterans Affairs Federal Supply Schedule was used to obtain
the cost for aminocaproic acid [30].

Determination of Indirect Costs

The human capital approach was used to calculate indirect costs
[31]. In this method, work productivity losses are estimated
through lost earnings using wages as a proxy for work time
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output. Indirect costs included lost wages due to days of work
absenteeism among those employed and unpaid hemophilia-
related caregiver time reported in participant- or parent-
completed follow-up surveys as well as hemophilia-related
part-time employment or unemployment reported in the
baseline survey. Average civilian worker compensation obtained
from the US Bureau of Labor Statistics was $31.96/h in 2014
and was multiplied by hours to value the indirect cost of
work absenteeism days, hemophilia-related caregiver hours,
and hemophilia-related part-time employment or unemploy-
ment [32]. Participants with at least one follow-up survey were
included, and data were annualized using total follow-up days for
each participant.

Statistical Analysis

Summary statistics were reported for all participants. Bivariate
analyses were conducted to examine the associations of hemo-
philia severity and treatment regimen with outcome variables.
The y? statistic for categorical variables and the Kruskal-Wallis
test for continuous variables were used to test groups for statisti-
cally significant differences. The y? statistic for Poisson distribu-
tions was used to test for statistical significance in count data. All
analyses were conducted using SAS statistical software, version
9.4 (SAS Institute, Cary, NC).

Results

Baseline Characteristics

Of the 148 recruited participants, 112 (75.7%) with complete chart
and dispensing records and at least one follow-up survey
were included. The 112 individuals completed an average of 6
(median 7) follow-up surveys with 21.4 (median 23.8) months of
follow-up. Compared with excluded participants, included sub-
jects were more likely to be children (55.4% vs. 33.3%; P < 0.03),
have public or private health insurance only (48.2% vs. 2.8% or
39.3% vs. 22.2%; overall P < 0.04), and have severe disease (49.1%
vs. 25%; P < 0.02) (Table 1). In addition, included subjects were
more likely to have annual household income of more
than $20,000 compared with excluded subjects (75.9% vs. 55.6%;
P < 0.01). At the initial interview, two included participants had
inhibitors to clotting factors.

The mean age of included participants was 22.1 + 17.6 years,
and almost half of the participants or parents (47.3%) were
employed full-time (Table 1). As expected, only 3 out of 57
mild/moderate participants (5.3%) used prophylaxis compared
with 31 out of 55 severe participants (56.4%). Furthermore, severe
participants were more likely to be antibody-positive for the
hepatitis C virus compared with mild/moderate participants
(29.1% vs. 12.3%; P < 0.03) and have at least one comorbidity
(34.5% vs. 24.6%; P < 0.05). Finally, severe participants compared
with mild/moderate participants were more likely to have an
annual household income of $20,000 or less (27.3% vs. 7.0%; P <
0.01) and slightly more likely to have more than 12 years of
education (74.5% vs. 57.9%; P = 0.06).

Health Care Services Utilization, Dispensing, and Work
Productivity Losses

During the 1-year clinical chart follow-up, 18 participants (16%)
had at least one ER visit, and 7 (6.3%) had at least one hospital-
ization due to all causes. Overall, participants with severe HB
using prophylaxis versus episodic treatment had more total ER
visits in 1 year (12 vs. 1; P < 0.04) but fewer total hospitalizations
(1 vs. 3; P = 0.24) with shorter mean LOS (1.5 vs. 6.3 days; P = 0.09
[Table 2]).

Severe participants compared with mild/moderate partici-
pants had significantly more nursing (P < 0.0001), clinician
(doctor, nurse practitioner, or physician’s assistant) (P < 0.01),
and social work/psychology (P < 0.03) visits at the HTC (Table 2).
The numbers of these types of HTC-related visits were generally
low and also significantly higher among severe participants
treated prophylactically versus episodically (P < 0.0001, P <
0.001, P < 0.05, respectively).

Furthermore, severe participants had significantly higher
mean annual clotting factor dispensing measured by interna-
tional units per kilogram of body weight (IU/kg) than mild/
moderate participants (P < 0.0001) (Table 2). Prophylaxis users
had significantly higher factor dispensing than episodic treat-
ment users among severe participants (4945 [4184] vs. 1486 [1613];
P < 0.01).

Hemophilia severity and treatment regimen were also asso-
ciated with different work productivity losses (Table 2). Severe
hemophilia compared with mild/moderate hemophilia was asso-
ciated with significantly more days of parental work absenteeism
(P < 0.01) and hours of caregiver time (P < 0.0001), but there was
no statistically significant difference between participant work
absenteeism (P = 0.17). On average, severe adult participants lost
5.2 * 5.5 days of work productivity annually and parents of
severe pediatric participants lost 1.6 = 3.5 days, of which 3.5 = 4.5
and 1.2 * 2.8 days were due to hemophilia, respectively. Among
mild/moderate participants, adults lost 5.8 + 9.5 days annually
and parents of pediatric participants lost 0.9 + 3.6 days, of which
3.2 = 7.5and 0.5 + 1.5 days were due to hemophilia, respectively.
Compared with those treated prophylactically, more severe adult
participants or parents of severe pediatric participants treated
episodically were unemployed (12.5% vs. 6.5%; P = 0.44) or
employed part-time because of hemophilia (12.5% vs. 3.2%; P =
0.19), but prophylaxis was associated with more missed parental
workdays (P < 0.0001).

Bleeding Episodes

Table 2 presents mean ABR for participants by severity and also
by treatment regimen among those with severe HB. Overall mean
ABR was 5.2 *+ 6.7 (median 2.5). Severe participants compared with
mild/moderate participants had more than 2 times higher ABR (P <
0.0001). Episodic treatment users had significantly higher ABR than
prophylaxis users in severe (9 + 7 vs. 5.5 = 7.9; P < 0.0001) and
mild/moderate participants (3.6 + 5.2 vs. 1 + 1.3; P < 0.03).

Direct and Indirect Costs

Mean annual total (direct plus indirect) costs per participant
without inhibitors (N = 110) was $140,240 (median $63,617)
(Table 3). Clotting factor costs accounted for an average 85%
(median 98%) of total costs and 92% (median 99%) of direct costs.
Indirect costs accounted for 9% (median 0%) of total costs,
whereas lost wages from unemployment or part-time employment
accounted for 96% of indirect costs for those who were under-
employed (n = 11). Mean total costs for mild/moderate and severe
participants without inhibitors were $85,852 (median $20,160) and
$198,733 (median $142,891), respectively (P < 0.0001) (Table 3).
Among participants with inhibitors (n = 2), mean direct and
indirect costs were $1,424,364 and $34,638, respectively.

Costs by Participant Subgroups

Severe versus mild/moderate participants had higher indirect
costs (mean [median] $8,421 [$204] vs. $4,416 [$0]; P = 0.11) and
direct costs ($190,312 [$141,879] vs. $81,435 [$19,146]; P < 0.0001)
(Table 3). Prophylaxis versus episodic treatment for severe par-
ticipants was associated with lower indirect costs ($6,477 [$408]
vs. $10,957 [$131]; P = 0.96) but significantly higher direct costs
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Table 1 - Baseline characteristics among persons with HB.

Variables Excluded Included P value' Hemophilia severity, included participants
(n = 36) (n = 112)
Mild/moderate Severe P value'
(n =57) (n = 55)
Sociodemographic characteristics
Age (y), mean * SD 27.6 = 17.5 221 = 17.6 0.05 219 + 16.7 224 + 18.6 0.77
Adult, n (%) <0.03 0.83
Child (2-<18'y) 12 (33.3) 62 (55.4) 31 (54.4) 31 (56.4)
Adult (>18 y) 24 (66.7) 50 (44.6) 25 (43.9) 24 (43.6)
Sex, male, n (%) 35 (97.2) 111 (99.1) 0.39 57 (100) 54 (98.2) 0.31
Race/Ethnicity n (%) 0.70 <0.02
White, non-Hispanic 27 (75) 70 (62.5) 37 (64.9) 33 (60)
African American, non-Hispanic 1(2.8) 8 (7.1) 2 (3.5) 6 (10.9)
Hispanic 4 (11.1) 18 (16.1) 6 (10.5) 12 (21.8)
Asian Pacific Islander 1(2.8) 5 (4.5) 2 (3.5) 3 (5.5)
Other' 3 (8.3) 11 (9.8) 10 (17.5) 1 (1.8)
Employment status,®' n (%) 0.37 0.43
Full-time 14 (38.9) 53 (47.3) 27 (47.4) 26 (47.3)
Part-time 7 (19.4) 15 (13.4) 7 (12.3) 8 (14.5)
Not employed 15 (41.7) 38 (33.9) 22 (38.6) 16 (29.1)
Retired 0 (0) 5 (4.5) 1(1.8) 4(7.3)
Married/with partner,’ n (%) 20 (55.6) 77 (68.8) 0.11 42 (73.7) 35 (63.6) 0.24
Education >12 v, n (%) 25 (69.4) 74 (66.1) 0.71 33 (57.9) 41 (74.5) 0.06
Income,®"' n (%) <0.01 <0.04
<$20,000 14 (38.9) 19 (17) 4(7) 15 (27.3)
$20,001-$40,000 2 (5.6) 29 (25.9) 17 (29.8) 12 (21.8)
$40,001-$75,000 4 (11.1) 24 (21.4) 15 (26.3) 9 (16.4)
>$75,001 14 (38.9) 32 (28.6) 17 (29.8) 15 (27.3)
Insurance type,' n (%) <0.04 0.29
Public 1(2.8) 54 (48.2) 29 (50.9) 25 (45.5)
Private 8 (22.2) 44 (39.3) 21 (36.8) 23 (41.8)
Both public and private 22 (61.1) 10 (8.9) 4 (7) 6 (10.9)
No insurance 4 (11.1) 3 (2.7) 3 (5.3) 0 (0)
Clinical characteristics
Using prophylaxis, n (%) 6 (16.7) 34 (30.4) 0.11 3 (5.3) 31 (56.4) <0.0001
Comorbidities, n (%)
>1 comorbidities 13 (36.1) 33 (29.5) 0.89 14 (24.6) 19 (34.5) <0.05
HIV/AIDS 2 (5.6) 4 (3.6) 0.60 1(1.8) 3 (5.5) 0.29
HCV 8 (22.2) 23 (20.5) 0.83 7 (12.3) 16 (29.1) <0.03
Severity, n (%) <0.02 =
Mild/moderate 27 (75) 57 (50.9) - -
Severe 9 (25) 55 (49.1) - -

Data source: Hemophilia Utilization Group Study Part Vb (HUGS Vb).
HB, hemophilia B; HCV, hepatitis C virus.

* A total of 148 participants were recruited, with 112 having at least one follow-up patient survey, and complete follow-up clinician chart

records and dispensing records.

T Any P values of <0.05 indicate that variables differ significantly on the basis of the y? statistic for categorical variables and the Kruskal-Wallis

test for continuous variables.

* Other races/ethnicities include American Indian or Alaskan Native and others.
§ Applies to participants >18 y old, or parents of participants 2-<18 y old.

" Does not add up to total sample because of missing data.

($256,775 [$205,575] vs. $103,630 [$63,765]; P < 0.01), largely
because of greater factor consumption.

The costs of hospitalizations and ER visits accounted for most
nonfactor health care services utilization costs across subgroups
(Fig. 1). Severe versus mild/moderate participants had signifi-
cantly higher HTC visit costs (mean [median] $243 [$187] vs. $139
[$111]; P < 0.04) and laboratory test costs ($225 [160] vs. $113
[$107]; P < 0.01). In severe participants, prophylaxis compared
with episodic treatment was associated with lower hospitaliza-
tion costs ($68 [$0] vs. $5389 [$0]; P = 0.17) and significantly higher

HTC visit costs ($325 [$223] vs. $135 [$111]; P < 0.03). Lost wages
from part-time employment or unemployment because of hemo-
philia accounted for most of the indirect costs across subgroups
(Fig. 2), and differences were not statistically significant.

Discussion

Data from HUGS Vb were used to examine annual hemophilia-
related burden of illness for individuals with HB in the United
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Table 2 - Annual health care resource utilization, work productivity loss, and bleeding episodes among

individuals with HB.

Variables Total Hemophilia severity Treatment regimen, severe
(N = 112) hemophilia only
Mild/ Severe P Episodic Prophylactic P
moderate (n = 55) value® (n = 24) (n = 31) value’
(n = 57)
Annual health care service
utilization, mean *+ SD
(no. of visits/person/y)*
Comprehensive visits 1+08 0.8 = 0.8 1.2 =08 0.11 1*+09 1.3 +08 0.53
Nursing visits 0.8 =48 04 = 0.7 13 £69 <0.0001 0.3 0.7 2+91 <0.0001
Other clinician (MD/PA/NP) 05=*11 03 *+ 0.6 06 +15 <0.01 01+04 11+18 <0.001
visits
Physical therapist visits 02 *+0.7 0.2 = 0.6 03 +0.8 0.07 0x0 061 -
Social work/psychology visits 0.2 = 0.6 0.1+ 04 0.3 0.8 <0.03 0.1 = 0.5 05=*1 <0.05
ER visits 0.2+ 0.6 02+ 05 02 +0.7 0.93 0+02 04 +0.8 <0.04
Hospitalizations 0.1*+0.2 0.1 +0.2 0.1+03 0.67 0.1+03 0=*x0.2 0.24
Length of stay 39+ 35 23+ 06 51+ 44 0.07 6.3+ 45 1.5 () 0.09
(days/patient/y)®
Outpatient procedures 0.1+03 0.1+03 0+0.2 0.19 0.1 +03 0*+0 -
Annual clotting factor 2372 *+ 3392 1299 =+ 2597 3548 *= 3775 <0.0001 1486 = 1613 4945 + 4184 <0.01
dispensed, mean + SD
(IU/kg body weight/y)'
Employment status due to
hemophilia, n (%)’
Employed part-time 4 (3.6) 0 (0) 4 (7.3) <0.04 3 (12.5) 13 0.19
Unemployed 8 (7.1) 3 (5.3) 5 (9.1) 0.43 3 (12.5) 2 (6.5 0.44
Missed days of work, mean + SD
Missed days due to all 13+ 35 09 + 36 1.6 =35 <0.01 07 £18 23 +43 <0.0001
reasons, parent”
Missed days due to HB, 09 22 05+ 15 12 +28 <0.001 05+13 17 £ 35 <0.001
parent”
Missed days due to all 55*+78 58 £ 95 52 =55 0.17 47 * 4.6 56 £6.1 0.15
reasons, participant”
Missed days due to HB, 366 38x71 35 =*45 0.34 36 =438 3444 0.756
participant”
Unpaid caregiver hours, 6.5 = 25.1 3275 9.8 = 34.8 <0.0001 10 + 42.6 9.7 = 28.1 0.71
mean *= SD
ABR, mean *= SD 52*+67 35=*51 7177 <0.0001 9+7 55x79 <0.0001

Data source: Hemophilia Utilization Group Study Part Vb.

ABR, annual bleed rate; ER, emergency room; HB, hemophilia B; IU, international unit; MD, doctor of medicine; NP, nurse practitioner; PA,

physician’s assistant.

* Includes all participants with (n = 2) and without (n = 110) inhibitors.
T Any P values of <0.05 indicate that variables differ significantly on the basis of the y? statistic for categorical variables and Poisson-
distributed count data and the Kruskal-Wallis test for continuous variables.

* Visits refer to in-person visits.
§ Applies only to participants with hospital stays (n = 7).

" Three participants with missing weight data were excluded. Inhibitor-related bypassing agent dispensations were excluded. Participants
with inhibitors did not have clotting factor dispensation in addition to bypassing agents.

1 Full-time work was assumed to be 40 h/wk, and part-time work was assumed to be 20 h/wk.

# Parents of pediatric participants aged 2-<18 y (mild/moderate, n = 31; severe, n = 30).

** Adult participants aged >18 y (mild/moderate, n = 26; severe, n = 23).

States. Although a similar analysis has been done for HA, studies
evaluating hemophilia-related costs from a societal perspective
with detailed information on patient characteristics and bleeding
patterns are scarce, especially in HB [14]. Polack et al. [15] used
French national health insurance data from 126 subjects with HB
to calculate mean annual per-person medical costs of approx-
imately $104,459 = $90,828 and mean ABR of 3.57 *+ 6.55, but did
not estimate indirect costs other than travel time to the clinic,
and followed-up for only 1 year [15]. Other recent studies

evaluating HA- and HB-related costs from US payers’ perspectives
relied on claims databases that lack detailed patient information
[22-25].

These results evaluate the economic and clinical impact of
HB, separate from HA, on both patients and society. HB is a costly
disorder with lower ABR and annual per-person costs compared
with estimates for HA [14]. In addition, this study found generally
low health care resource utilization among patients with HB in
terms of outpatient and ER visits and hospitalizations, as well as



Table 3 - Annual per-person HB-related costs (in 2014 US dollars).

Annual costs, mean + SD Total (N = 110) Hemophilia severity Treatment regimen, severe hemophilia only
(median)
Mild/moderate Severe P Episodic Prophylactic P
(n =57) (n = 53) value' (n = 23) (n = 30) value'
Total costs (direct + indirect) 140,240 + 170,392 85,852 *+ 20,160 198,733 + 178,246 <0.0001 114,577 = 90,336 263,253 + 202,128 <0.01
(63,617) (20,160) (147,891) (95,353) (208,999)
Total direct costs 133,894 + 167,768 51,435 = 137,459 190,312 = 137,459 <0.0001 103,620 * 90,256 256,775 * 203,391 <0.01
(51,814) (19,146) (141,879) (63,765) (205,575)
Health care services utilization 2,303 + 8,508 (438) 1,439 = 3,548 (250) 3,231 + 11,682 (500) 0.10 6,122 + 17,453 (500) 1,015 = 1,381 (500) 0.54
costs®
Clotting factor costs® 131,574 + 167,606 79,974 = 137,097 187,070 + 180,514 <0.0001 97,490 + 88,570 255,747 + 203,062 <0.01
(51,205) (18,927) (131,837) (62,658) (205,085)
Total indirect costs' 6,346 + 17,296 (159) 4,416 + 14,977 (0) 8,421 + 19,417 (204) 0.11 10,957 + 21,544 (131) 6,477 + 17,747 (408) 0.96
Factor costs as proportion of total 0.85 *+ 0.27 (0.98) 0.86 *+ 0.25 (0.96) 0.86 = 0.29 (0.99) 0.15 0.82 + 0.3 (0.98) 0.87 + 0.28 (0.99) 0.10
costs

Data source: Hemophilia Utilization Group Study Part Vb.

ER, emergency room; HTC, hemophilia treatment center.

* Excludes participants with inhibitors (n = 2).

T Any P values of <0.05 indicate that costs differ significantly on the basis of the Kruskal-Wallis test.

* Includes HTC visits, laboratory tests, ER visits, hospitalizations, and outpatient procedures.

§ Cost of nonfactor hemophilia-related medication (aminocaproic acid) was also included in direct costs.

"Includes lost wages from part-time or unemployment due to hemophilia, lost wages from missed work due to all reasons, and unpaid caregiver time. Full-time work was assumed to be
40 h/wk and part-time work was assumed to be 20 h/wk.
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-$2,000 Hemophilia Severity Treatment Regimen,
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Fig. 1 - Mean annual nonfactor health care services
utilization costs by HB severity and treatment regimen. This
excludes participants with inhibitors (n = 2). Numeric labels
above bars represent total mean per-person health care
services utilization costs. Error bars represent 95%
confidence intervals for total per-person health care services
utilization costs. ER, emergency room; HB, hemophilia B;
HTC, hemophilia treatment center.

low parental work absenteeism even considering the prevalence
of prophylaxis use and comorbidities in this study sample. Low
ER and hospitalization and parental work absenteeism were also
estimated in the study from Zhou et al. [14] among patients with
HA, although those results in HA are somewhat higher than results
reported in this study of HB. Nevertheless, further comparisons of
economic and clinical outcomes specific to HB versus HA should be
made cautiously, because different patient populations and enroll-
ment, data collection, and analysis methods from multiple studies
may limit the comparability of separate study results.

Subgroup analyses from HUGS Vb showed that severe HB is
associated with more work productivity losses among parents of
pediatric patients, higher direct costs, and more bleeds compared
with mild/moderate HB, as expected. Among those with severe
HB, treating prophylactically versus episodically is associated
with lower ABR, at the price of significantly higher direct costs,
primarily because of higher clotting factor consumption. Among
these individuals, prophylaxis use was also associated with more
HTC-related visits and missed parental workdays, presumably
because of the need for more monitoring and assistance with
frequent factor infusions, care related to the higher prevalence of
comorbidities, and also potential selection bias in that patients
with poorly managed severe HB or who have a higher bleeding
frequency tend to use prophylactic treatment. There is some
preliminary evidence of cost savings through fewer hospital-
izations with shorter LOS and more full-time employment
compared with episodic treatment use. These savings, however,
do not fully offset higher factor costs because these other costs
are generally low compared with factor costs across all
subgroups. Although cost and bleeding patterns among clinical
subgroups in HUGS Vb are similar to those found in HA, a
direct comparison of economic and clinical outcomes is still
needed to evaluate differences between HA and HB. Interesting
differences in health care services utilization and nonfactor
costs between clinical subgroups should also be further exam-
ined to better understand the main drivers of economic burden
of illness.

ABR observed in HUGS Vb is higher than what has been
reported in clinical trials of individuals with severe or moderately
severe HB and by Polack et al. [15,33,34]. Nevertheless, there is

other evidence of frequent patient- or clinician-reported bleeding
episodes despite clotting factor therapy from studies that cap-
tured outcomes in routine clinical practice [14,35,36]. Despite the
effectiveness of clotting factor treatment regimens observed in
highly regulated clinical trial environments, the results suggest
that individuals using prophylactic treatments will still experi-
ence bleeding episodes in routine clinical practice.

Combined, the total US societal cost to treat these 112 patients
with HB from HUGS Vb would be $15.5 million annually. This
sample represents 2% to 3% of the individuals with HB receiving
care at an HTC [37]. Given that clotting factor usage accounts for
85% of total costs and prophylaxis may lead to fewer hospital-
izations, more full-time employment, and lower indirect costs,
additional studies may enhance our understanding of the cost-
effectiveness of individual treatment decisions. Furthermore, the
degree to which reduced ABR and hospitalizations provide long-
term nonmonetary benefits to patients, in terms of joint health,
QOL, and caregiver burden, has yet to be fully assessed in
prospective longitudinal studies of HB. Previous studies have
shown that hemophilia leads to impaired QOL among children
and adults with HA or HB, as well as their caregivers. In addition,
treatment effectiveness, in terms of reduced ABR, is associated
with significant QOL improvements [34,38]. As such, the results of
this study on economic burden should be also interpreted in light
of growing evidence demonstrating the potential impact of treat-
ment regimen on social costs through improved QOL. Combined
with future studies that assess the long-term impact of clotting
factor treatment regimens, the current results can shed light on
opportunities to personalize treatment of HB for optimal out-
comes beyond reduction in ABR.

Study Limitations

This study has a few limitations that emphasize the need for
future studies. First, the results rely on patient-reported data,
which may be subject to recall, social response, or other biases. In
addition, no adherence data are available to corroborate the
clotting factor usage suggested by dispensing records. Second,
analyses by subgroups were not based on patients randomized to
prophylaxis or episodic treatment. Because multivariate analyses
were limited by the skewed nature of medical costs and the small

$20,000 - B Unpaid caregiver cost

 Lost wages from missed work

$18,000 due to HB

W Lost wages from missed work
due to other reasons

W Lostwages from part-time or
unem ploym ent due to HB

$16,000
$14,000
$12,000 $10,957
$10,000

$8.421

$5000 $6.477

Per-Person Indirect Costs

$6,000
$4.416

$4,000

$2,000

S0

Mild/Mod erate (N=57) Sev ere (N=53) Episodic (N=23) Prophylactic (N=30)

Treatment Regimen,

Hemophilia Severity
Severe Hemophilia Only

Fig. 2 - Mean annual indirect costs by HB severity and
treatment regimen. This excludes participants with
inhibitors (n = 2). Numeric labels above bars represent total
mean per-person indirect costs. Error bars represent 95%
confidence intervals for total per-person indirect costs. HB,
hemophilia B.
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sample size of subjects with complete covariate information,
potential selection bias should be factored into interpretations of
the comparisons between treatment regimens. Third, 36 partic-
ipants without complete follow-ups, who tended to be children
with severe HB from poorer households, were excluded. As such,
these individuals may have different access to health care and
social resources compared with included subjects and may face
disparities in health outcomes that could bias results. Finally, this
study examined males receiving care at 10 of 141 HTCs in the
United States, potentially limiting the generalizability of the
results to the entire US HB population. In 2010, about 70% of
the US HB population was treated at HTCs, and it is unclear
whether individuals treated at HTCs are different from those
treated elsewhere [37]. In addition, any costs for hemophilia-
related care received outside the HTCs or HTC-affiliated hospitals
were not fully captured by the HUGS Vb survey forms.

Conclusions

HB is associated with high total costs and surprisingly high ABR
in routine clinical practice in the United States. This is the first
study to examine the burden of illness for the US HB population,
and the results demonstrated significant associations of hemo-
philia severity and treatment regimens with costs and ABR.
Overall, indirect and health care services utilization costs were
low compared with clotting factor costs. Severe versus mild/
moderate HB and prophylaxis versus episodic treatment use in
severe HB were significantly associated with more HTC-related
visits and missed parental workdays. Although frequent prophy-
lactic infusions may necessitate more HTC visits and work
absenteeism, evidence of lower hospitalization costs, more full-
time employment, and lower ABR suggests potential long-term
benefits to prophylaxis use for HB compared with episodic treat-
ment use. Future studies should evaluate how individualized
treatment regimens and other patient characteristics impact
factor use and ABR and should assess the long-term impact of
these findings on joint health and overall patient well-being.

Acknowledgments

We thank the members of the HUGS Steering Committee: Randall
G. Curtis, Shelby L. Dietrich, Marion A. Koerper, Brenda Riske,
Megan M. Ullman, and Judith R. Baker.

Source of financial support: HUGS Vb was funded by Pfizer
(formerly Wyeth). Michael B. Nichol is a consultant for Bayer
Pharmaceuticals.

REFERENCES

[1] Mejia-Carvajal C, Czapek EE, Valentino LA. Life expectancy in
hemophilia outcome. ] Thromb Haemost 2006;4:507-9.

[2] Luck JV Jr, Silva M, Rodriguez-Merchan EC, et al. Hemophilic
arthropathy. ] Am Acad Orthop Surg 2004;12:234-45.

[3] Soucie JM, Evatt B, Jackson D. Occurrence of hemophilia in the United
States. The Hemophilia Surveillance System Project investigators. Am J
Hematol 1998;59:288-94.

[4] Witkop M, Lambing A, Divine G, et al. A national study of pain in the
bleeding disorders community: a description of haemophilia pain.
Haemophilia 2012;18:E115-9.

[5] Manco-Johnson MJ, Abshire TC, Shapiro AD, et al. Prophylaxis versus
episodic treatment to prevent joint disease in boys with severe
hemophilia. N Engl ] Med 2007;357:535-44.

[6] Baker JR, Crudder SO, Riske B, et al. A model for a regional system of
care to promote the health and well-being of people with rare chronic
genetic disorders. Am ] Public Health 2005;95:1910-6.

[7] Srivastava A, Brewer AK, Mauser-Bunschoten EP, et al. Guidelines for
the management of hemophilia. Haemophilia 2013;19:E1-47.

[8] Pipe SW, Valentino LA. Optimizing outcomes for patients with severe
haemophilia A. Haemophilia 2007;13(Suppl. 4):1-16.

[9] National Hemophilia Foundation. MASAC [Medical and Scientific
Advisory Council] Recommendation 179: MASAC recommendation
concerning prophylaxis (regular administration of clotting factor
concentrate to prevent bleeding). Available from: http:/www.
hemophilia.org/nhfweb/mainpgs/mainnhf.aspx?
menuid=57&contentid=1007. [Accessed May 22, 2015].

[10] Gringeri A, Lundin B, Von Mackensen S, et al. A randomized clinical
trial of prophylaxis in children with hemophilia A (The Esprit Study).
J Thromb Haemost 2011;9:700-10.

[11] Manco-Johnson MJ, Kempton CL, Reding MT, et al. Randomized,
controlled, parallel-group trial of routine prophylaxis vs. on-demand
treatment with sucrose-formulated recombinant factor VIII in adults
with severe hemophilia A (Spinart). ] Thromb Haemost 2013;11:
1119-27.

[12] Royal S, Schramm W, Berntorp E, et al. Quality-of-life differences
between prophylactic and on-demand factor replacement therapy in
European haemophilia patients. Haemophilia 2002;8:44-50.

[13] Gater A, Thomson TA, Strandberg-Larsen M. Haemophilia B: impact on
patients and economic burden of disease. Thromb Haemost
2011;106:398-404.

[14] Zhou ZY, Koerper MA, Johnson KA, et al. Burden of illness: direct and
indirect costs among persons with hemophilia A in the United States.
J Med Econ 2015;18:457-65.

[15] Polack B, Calvez T, Chambost H, et al. EQOFIX: a combined economic
and quality-of-life study of hemophilia B treatments in France.
Transfusion 2015;55:1787-97.

[16] Franchini M, Mannucci PM. Inhibitors of propagation of coagulation
(factors VIII, IX and XI): a review of current therapeutic practice. Br J
Clin Pharmacol 2011;72:553-62.

[17] Armstrong EP, Malone DC, Krishnan S, et al. Costs and utilization of
hemophilia A and B patients with and without inhibitors. ] Med Econ
2014;17:798-802.

[18] Globe DR, Curtis RG, Koerper MA. Utilization of care in haemophilia: a
resource-based method for cost analysis from the Haemophilia
Utilization Group Study (HUGS). Haemophilia 2004;10(Suppl. 1):63-70.

[19] Carlsson KS, Hojgard S, Lindgren A, et al. Costs of on-demand and
prophylactic treatment for severe haemophilia in Norway and Sweden.
Haemophilia 2004;10:515-26.

[20] Nagel K, Walker I, Decker K, et al. Comparing bleed frequency and
factor concentrate use between haemophilia A and B patients.
Haemophilia 2011;17:872-4.

[21] Melchiorre D, Linari S, Manetti M, et al. Clinical, instrumental,
serological and histological findings suggest that hemophilia B may be
less severe than hemophilia A. Haematologica 2016;101:219-25.

[22] Guh S, Grosse SD, Mcalister S, et al. Healthcare expenditures for males
with haemophilia and employer-sponsored insurance in the United
States, 2008. Haemophilia 2012;18:268-75.

[23] Guh S, Grosse SD, Mcalister S, et al. Health care expenditures for
Medicaid-covered males with haemophilia in the United States, 2008.
Haemophilia 2012;18:276-83.

[24] Tencer T, Friedman HS, Li-Mcleod J, et al. Medical costs and resource
utilization for hemophilia patients with and without HIV or HCV
infection. ] Manag Care Pharm 2007;13:790-8.

[25] Valentino LA, Pipe SW, Tarantino MD, et al. Healthcare resource
utilization among haemophilia A patients in the United States.
Haemophilia 2012;18:332-8.

[26] Agency for Healthcare Research and Quality. HCUPnet: a tool for
identifying, tracking, and analyzing national hospital statistics.
Available from: https://hcupnet.ahrq.gov/. [Accessed November 14,
2014].

[27] Machlin S, Chowdhury S. Medical Expenditure Panel Survey Statistical
Brief #318: expenses and characteristics of physician visits in different
ambulatory care settings 2008. Available from: http:/meps.ahrq.gov/
mepsweb/data_files/publications/st318/stat318.shtml. [Accessed
November 14, 2014].

[28] Centers for Medicare & Medicaid Services. Medicare physician fee
schedule. Available from: http://www.cms.gov/apps/
physician-fee-schedule/. [Accessed December 3, 2014].

[29] Centers for Medicare & Medicaid Services. Medicare Part B drug average
sales price. Available from: https://www.cms.gov/medicare/
medicare-fee-for-service-part-b-drugs/mcrpartbdrugavgsalesprice/
index.html. [Accessed November 14, 2014].

[30] US Department of Veterans Affairs. National Acquisition Center (NAC)
contract catalog search tool (CCST). Available from: http://www.va.gov/
nac/index.cfm?template=search_pharmaceutical_catalog. [Accessed
November 14, 2014].

[31] Hodgson TA, Meiners MR. Cost-of-illness methodology: a guide to
current practices and procedures. Milbank Mem Fund Q Health Soc
1982;60:429-62.

[32] US Bureau of Labor Statistics. Employer costs for employee
compensation historical listing March 2004-March 2015. Available


http://www.hemophilia.org/nhfweb/mainpgs/mainnhf.aspx?menuid=57&contentid=1007
http://www.hemophilia.org/nhfweb/mainpgs/mainnhf.aspx?menuid=57&contentid=1007
http://www.hemophilia.org/nhfweb/mainpgs/mainnhf.aspx?menuid=57&contentid=1007
http://www.hemophilia.org/nhfweb/mainpgs/mainnhf.aspx?menuid=57&contentid=1007
https://hcupnet.ahrq.gov/
http://www.meps.ahrq.gov/mepsweb/data_files/publications/st318/stat318.shtml
http://www.meps.ahrq.gov/mepsweb/data_files/publications/st318/stat318.shtml
http://www.cms.gov/apps/physician-fee-schedule/
http://www.cms.gov/apps/physician-fee-schedule/
https://www.cms.gov/medicare/medicare-fee-for-service-part-b-drugs/mcrpartbdrugavgsalesprice/index.html
https://www.cms.gov/medicare/medicare-fee-for-service-part-b-drugs/mcrpartbdrugavgsalesprice/index.html
https://www.cms.gov/medicare/medicare-fee-for-service-part-b-drugs/mcrpartbdrugavgsalesprice/index.html
http://www.va.gov/nac/index.cfm?template=search_pharmaceutical_catalog
http://www.va.gov/nac/index.cfm?template=search_pharmaceutical_catalog

1082

VALUE IN HEALTH 20 (2017) 1074-1082

(33]

(34]

from: http://www.bls.gov/ncs/ect/sp/ececqrtn.pdf. [Accessed November
14, 2014].

Valentino LA, Rusen L, Elezovic I, et al. Multicentre, randomized, open-
label study of on-demand treatment with two prophylaxis regimens of
recombinant coagulation factor IX in haemophilia B subjects.
Haemopbhilia 2014;20:398-406.

Windyga J, Lissitchkov T, Stasyshyn O, et al. Pharmacokinetics,
efficacy and safety of Bax326, a novel recombinant factor IX: a
prospective, controlled, multicentre phase I/III study in

previously treated patients with severe (fix level <1%) or

moderately severe (fix level <2%) haemophilia B. Haemophilia
2014;20:15-24.

[35] Alexander M, Barnes C, Barnett P. Prospective audit of patients with
haemophilia: bleeding episodes and management. J Paediatr Child
Health 2012;48:177-9.

[36] Schramm W, Royal S, Kroner B, et al. Clinical outcomes and resource
utilization associated with haemophilia care in Europe. Haemophilia
2002;8:33-43.

[37] Baker JR, Riske B, Drake JH, et al. US hemophilia treatment center
population trends 1990-2010: patient diagnoses, demographics, health
services utilization. Haemophilia 2013;19:21-6.

[38] Dekoven M, Wisniewski T, Petrilla A, et al. Health-related quality of life
in haemophilia patients with inhibitors and their caregivers.
Haemophilia 2013;19:287-93.


http://www.bls.gov/ncs/ect/sp/ececqrtn.pdf

	Economic Burden of Illness among Persons with Hemophilia B from HUGS Vb: Examining the Association of Severity and...
	Introduction
	Methods
	Hemophilia Utilization Group Studies Part Vb
	Determination of Direct Costs
	Determination of Indirect Costs
	Statistical Analysis

	Results
	Baseline Characteristics
	Health Care Services Utilization, Dispensing, and Work Productivity Losses
	Bleeding Episodes
	Direct and Indirect Costs
	Costs by Participant Subgroups

	Discussion
	Study Limitations

	Conclusions
	Acknowledgments
	References




