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Modelling the economic impact of
recombinant activated Factor VIl compared
to activated prothrombin-complex
concentrate in the home treatment of a mild
to moderate bleed in adults with inhibitors
to clotting Factors VIHI and IX in the UK

Isaac A O Odeyemi’, Julian F Guest'

Summary

This study estimated the costs and
consequences of using recombinant
activated Factor VII (tFVIla; NovoSeven@J
at home, compared to activated
prothrombin-complex concentrate (aPCC;
FEIBAW) at home, to manage a minor (i.c.
mild to moderate) bleeding episode in
adults with high titre, high responding
inhibitors (=10 BU). The analysis was
performed from the perspective of the
UK’s National Health Service (NHS).

Clinical cutcomes and resource utilisation
attributable to managing a minor bleed
were obtained from published literature,
supplemented with information about

treatment patterns and associated resource
utilisation derived from interviews with a
panel of 22 consultant haematologists
experienced in managing inhibitor
patients. Using these data sources a
decision tree modelling the management of
a minor bleed, initially at home, was
constructed. Unit resource costs at
1999/2000 prices were applied to the
resource utilisation estimates in the model
to estimate the expected NHS cost of
managing a minor bleeding episode.
Consensus on the probabilities and
resource utilisation estimates in the model
were reached at a meeting comprising
seven panel members.
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The expected NHS cost of managing a
minor bleeding episode initially treated
with rFVIla or aPCC at home was estimated
to be £12,944 and £14,645, respectively.
Additionally, the expected time to resolving
aminor bleeding episode when initially
treated with rEVIIa or aPCC at home was
estimated to be 32 hours and 60 hours,
respectively. Hence, rFVIIa improves
clinical outcome compared to aPCC, but

at no additional cost to the NHS, resulting
in rFVIfa being the cost-effective treatment.
This finding warrants further investigation
in a prospective, comparative, randomised,
controlled study.

Introduction

There are currently an estimated 6,000
patients with haemophilia A or B in the
UK. Up to 15% of severely affected
haemophilia A patients develop
neutralising antibodies (inhibitors) against
Factor VIII and 1% to 5% of patients with
haemophilia B develop antibodies to Factor
IX. The UK Haemophilia Centre Directors’
Organisation reported an average annual
incidence of new inhibitors of about 1.5 per
1000 individuals’.

The development of inhibitors is one of the
most serfous complications in haemophilia
management. In most patients with high
titre, high responding inhibitors, the
bieeding complications cannot be treated
using conventional therapies. Hence, they
are treated with activated prothrombin-
complex concentrate (aPCC) and
recombinant Factor VII (rFVIIa). aPCC has

been the subject of several studies. In two
studies conducted by Hilgartner et al in the
us 2'3, a mean 3 doses of alPCC resolved
78% of bleeds after 36 hours and 79% of
minor bleeds. In a French multicentre
study, aPCC controlled 81.3% of bleeds
with fewer than three infusions, although
the efficacy of aPCC was assumed in some
cases”. However, a recent worldwide
surveillance study5 reported efficacy
levels of 77% for aPCC, similar to those
reported by Hilgartner et al™®. The efficacy
of rFVIla increases as the time between
bleed onset and the start of treatment
shortens®”. This led to suggestions that
early treatment at home may improve
outcome. In one US home-treatment
studya, Key et al reported 92% of bleeds
being resolved within 24 hours when a
mean 2.3 doses of rFVIla were
administered at a mean 1.2 hours from the
start of a bleed.

The difficulty in predicting patterns of
bleeding episodes, as well as the
effectiveness and duration of treatment
options, often hinders budgetingg. This
has led to geographical variations in the
funding of high-cost recombinant and
plasma-derived products used to manage
and prevent individual bleeding episodes
in the UK. Against this background,

this study estimated the economic impact
of using rFVIla compared to aPCC at home
to manage a minor (i.e. mild to moderate)
bleeding episode among patients who have
high titre, high responding inhibitors (>10
BU), from the perspective of the NHS in
the UK.
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Methodology

Clinical outcomes and resource
utilisation

There were no published studies directly
comparing the home treatment of a minor
bleed with rFVIla and aPCC. Therefore,
following a literature review, it was
decided that the studies by Hilgartner ef af®
and Key et ai® could be used to provide the
clinical basis for a decision model
pertaining to first-line treatment at home
with aPCC and rFVIIa, respectively. These
studies were selected because the
description of the trial protocol and results
were sufficiently informative to enable us
to compare the dose, dosage and efficacy of
treatments.

Since none of the published studies
described the treatment patterns and
associated resource use attributable to
managing a minor bleed that did not
resolve following first-Jine treatment at
home, this was established by interviewing
a panel of 22 consultant haemaiologists
from across the UK with experience of
managing patients with inhibitors.
Haematologists were selected on the basis
of being representative of the healthcare
they provided for inhibitor patients and of
being geographically representative of the
UK. These interviews were semi-
structured, qualitative and quantitative
discussions that evolved with each expert
interview. They included standard
questions on patient management,
treatment paths and resource use as well as
open questions that enabled any other

. DAT.&N is o registered trademark of Treeage, USA

information to be recorded. The minutes of
each meeting were sent to the panel
members for annotation and verification.
Consensus on the probabilities and
resource utiisation estimates used in the
treatment paths were reached at an expert
panel meeting comprising seven of the
panel members. Expert panel members
were selected in accordance with set
guidelines for selection of Delphi panei
members'' . The expert panel agreed with
our use of the Hilgartner of al’ and Key et
al® studies as the basis for the efficacy and
associated resource utilisation pertaining to
first-line treatment at home with aPCC and
1TVIla, respectively.

Decision model

Using the decision analysis software
package DATA™ 3.5 for Windows and
information obtained from the published
literature and the panel of haematologists,
a decision tree modelling the management
of a minor bleed, initially at home, was

constructed (Figure 1).

The model comprises: the initial home
treatment for a bleed, subsequent
treatments for a bleed at a Haemophilia
Treatment Centre (Comprehensive Care
Centre (CCC)), probability of switching
from one treatment to another, duration of
use for each treatment, probability that
each treatment would resolve a bleed,
probability of a re-bleed and treatment for
managing a re-bleed,

In addition, the model contains resource
utilisation estimates associated with:

© 2002 Brookwood Medical Publications Lid, UK - JME 75
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haemostatic drugs, co-medication,
outpatient visits, inpatient stay, clinical
tests/ investigations, and ambulance
transport.

Unit resource costs at 1999/2000 prices™
were applied to the resource utilisation
estimates in the decision model to
determine the expected NHS cost of
initially managing a minor bleeding
episode at home with aPCC and rFVIla.
The model also estimated the expected
time to bleed resolution following initial
treatment at home with rFVIia and aPCC.

Sensitivity analyses

Sensitivity analyses tested the robustness
of the results by varying probabilities and
resource use values in the model to
determine how they affected the economic
impact of rFVIla compared with aPCC. The
large values used for these analyses reflect
the large range of uncertainties within the
model,

Results

Treatment patterns for

managing a minor bleed at home
The decision model incorporated the
following treatment patterns and
associated estimates of resource utilisation.

Management with aPCC

The haematologists considered that
following the onset of a minor bleed at
home, patients would self-administer a
mean 3 doses of aPCC (mean 75 units/kg
body weight). On the basis of published
dataz, it was assumed that a mean 79% of

bleeds would resolve with first-line home
treatment and a mean 21% of bleeds would
require subsequent treatment at a CCC.

The haematologists considered that of the
unresolved bleeds requiring treatment at a
CCC:

s A mean 17% would be treated as a day
case over a mean 2 days and receive a
mean 2.6 doses of aPCC (mean 87.5
units/ kg body weight every 12 hours).
They also considered that a mean 99% of
these bleeds would resolve and the other
1% would result in a patient being
admitted for a mean 21.8 days and
receiving a mean 9.5 doses of rFvila
(mean 88.8 mg/kg body weight), after
which these bleeds would resolve.

* A mean 73% would be admitted for a
mean 3 days and receive a mean 5.4 doses
of aPCC (mean 53.1 units/ kg body
weight), after which a mean 87% of these
bleeds would resolve. They also
considered that a mean 97% of the
unresolved bleeds would be treated with
a mean 9.5 doses of rFVIla (mean
88.8 ug/kg body weight) and a mean 3%
would be treated with a mean 5 doses of
Porcine Factor VIII (mean 55 units / kg
body weight) after which these bleeds
would resolve.

o A mean 7% would be admitted for a
mean 1.8 days and switched to 1FVIla
and receive a mean 9.5 doses (mean
88.8 ug//kg body weight every 2 hours),
after which a mean 85% of these bleeds
would resolve. The haematologists
considered that the other 15% of bleeds
would result in further stay at a CCC for
amean 2.5 days and be treated with a
continuous iv infusion of rFVIla (mean

@ 2002 Brookwood Medical Publications Ltd, UK - JME 75
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20 ug/ kg body weight/hour)”, after
which all bleeds would resolve.

e A mean 3% would be admitied for a
mean 2 days and switched to Porcine
Factor VIII and receive a mean five doses
{mean 55 units/ kg body weight), after
which the bleeds would resolve,

Management with rFVlla

The haematologists considered that
following the onset of a minor bleed at
home, patients would self-administer a
mean 2.3 doses of rFVIla {mean 90 pg/kg
bady weight). On the basis of published
daias, it was assumed that a mean 92% of
bleeds would resolve at home without
further treatment and a mean 8% of bleeds

would require subsequent treatment at a
cCe.

The haematologists considered that of the

unresolved bleeds requiring treatment at a

CCC:

o A mean 58% would be treated with a
mean 2.5 doses of rFVIIa (mean
93.8 ug / kg body weight) over a mean
1.2 outpatient visits, after which a mean
65% of bleeds would resolve without
further treatment. They also considered
that the unresolved bleeds would result
in a patient being admitted to a CCC,
with a mean 67% of them being treated
with a continuous iv infusion of rFViia
(mean 20 pg /kg body weight every hour)
over 2.5 days®. The other mean 33% of
unresolved bleeds would be expected
to receive a mean 9.5 doses of yFV]Ia
{mean 88.8 ug/ kg body weight} over a
mean 1.8 days, after which the bleeds

"tV Is neo? licensed for continuous v infugkon in the UK

would resolve.

o A mean 42% of patients with bleeds
would be admitted for a mean 1.8 days
and treated with a mean 9.5 doses of
tFVIla (mean 88.8 ug/ kg body weight),
after which a mean 90% of bleeds would
resolve without further treatment. They
also considered that the other 10% would
result in further stay at a CCC for a mean
2.5 days and be treated with a continuous
iv infuston of rEVIila (mean
20 ug/ kg body weight every hour)®, after
which the bleeds would resolve.

Re-bleeds

The haematologists interviewed considered
that a second bleed would be directly
related to the initial episode if it occurred at
the same site within a mean 6.9 days after
the inftial bleed resolved. Furthermore, they
considered that a re-bleed would occur in a
mean 15% of bleeding episodes among
adult patients, Re-bleeds would be
managed using the same treatment as that
which controlled the initial episode.

Other resource use

The haematologists considered that
tranexamic acid (25 mg/kg body weight,
3 times daily) would be administered to a
mean 6% of bleeds treated with aPCC and
28% of bleeds treated with rFVIIa. They
also considered that Fibrin Glue (1.5 mi)
would be administered to a mean 3% of
bleeds regardless of whether the initial
treatment was aPCC or rFVIla.

The haematologists considered that home-
treated aduits with a minor bleed who

124
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subsequently attend a CCC would receive

the following medication for pain relief:

¢ Diamorphine (mean 96 mg daily) would
be prescribed to a mean 10% of patients.

. Morphine sulphate (mean 23 mg, 2 times
daily) would be prescribed to a mean 4%
of patients

® Pethidine (mean 100 ing, 6 imes daily)
would be prescribed to a mean 4% of
patients.

o Dihydrocodeine (mean 57 mg, 5 times
daily) would be prescribed to a mean
10% of patients.

« Kapake (codeine phosphate/
paracetarmol 1.5 tablets, 5 times daily)
would be prescribed to a mean 1% of
patients.

e Paracetamol (mean 1.5 tablets of 250 mg
tabs, 4 times daily) would be prescribed
to a mean 9% of patients.

Routine tests
The haematologists considered that adult

patients who subsequently attend a CCC

would undergo the following tests:

¢ Bethesda assay for a mean 33% of
patients at admission.

& Biochemistry tests for a mean 20% of
patients at admission.

® Factor VII plasma level assay for patients
who receive a continuous iv infusion of
rFVIla and this would be repeated every
24 hours.

o Ultrasound for a mean 5% of ali patients.

Ambulance travel

The haematologists considered that 4% of
home-treated adults with a minor bleed
who subsequently attend a CCC would be
transported to hospital by ambulance,
irrespective of their initial haemostatic
treatment. Patients would generally stay
within the vicinity of the hospital until the
bleed had resolved and would not make
any further use of ambulance
transportation.

Table 1. Expected costs of the treatment components attributable to managing adults with a minor
bleeding episode, stratified by initial treatment. (Percentage of total expected cost is in parentheses]

Expected NHS cost {E£5) per patient who

starts treatment at home with:

aPCC rFVila

aPCC first-line {at home)
aPCC {at CCC}

tFVlla first-line {at home) -

10,254 (70.0%)
2,482 [17.0%)

10,108 {78.1%)

tFVlla (at CCCh 1,462 (10.0%) 2,789 (21.5%)
Porcine Factor VHI 240 (1.6%}

Armbulance travel 2 {=0.1%)} 1 {=0).1%)
Co-medication 5 (<0.1%) 3{=0.1%)
Inpatient stay 215 {1.5%} 39 (3.0%)
Outpatient consultations 4 1<0.1%) 3 (<01%)
Tests 11=0,1%) 1{=0.1%}
Total 14,645 12,944
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Figure 2. Distribution of the ted cost of
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Costs and consequences analyses
The expected cost of managing a minor
bleeding episode following initial
treatment at home with rFVIla was
estimated ta be £12,944. The expécted cost
with aPCC was estimated to be £14,645.

Figure 3. Distribution of the expeoted time to bleed resolution in adults foll

at home, M rFVlia; (J, aPCC

1.0

0.9
08 | 78%

[=1]
-

66%

bl
o

Profitability
e e
B o

e o
[ I
-
£
3

0.0

These costs include the probability of a
re-bleed oceurring and the associated
resources that would be consumed.

Table 1 illustrates that drug acquisition
costs are the key cost driver associated

ing initial tr t

13%

] 0% 3% 0% 1%
| —|

48 26

144 192 240

Expected time to bleed resolution {hours}

126

© 2002 Brookwood Medical Publications Ltd, UK - JME 75



R

P T

Qddeyemi, Guast '_]ME

with managing a minor bleed at home.
Furthermore, the cost of first-line drugs
used at home accounts for over 70% of the
expected management costs.

igure 2 shows that in /¥7% of cases treated '
with rFVila, the expected NHS cost of
nanaging a minor bleeding episode would
be no more than £10,000 and in up to 18%
bf cases the expected cost would be
between £10,000 and £20,000, In 68% of
bases treated with aPCC, the expected
NHS cost of managing a minor bleeding
bpisode would be no more than £10,000
pnd in up to 27% of cases the expected cost|
prould be between £10,000 and £20,000. Up
0 5% of cases treated with either
aemostatic would be expected to cost
F£20,000.

The expected time to resolving a minor
bleed at home with tFVIla was estimated
to be 32 hours and 60 hours when aPCC is
used as the first-line treatment. Hence, the
time to resolving a minor bleed would take
almost twice as long using aPCC at home
instead of rFVIIa at hame.

Figure 3 illustrates that there is a 78%
probability of minor bleeds initially
managed with rEVIla at home being
resolved within 48 hours, and another
21% within 96 hours. Fewer than 1% of
bleeds initially managed with rFVIla at
home would be expected to require
more than 96 hours to resolve. In
contrast, there is a 66% probability of
minor bleeds initially managed with
aPCC at home being resolved within 48
hours, and another 17% within 96 hours.
Up to another 17% of bleeds initially

managed with aPCC at home would
be expected to take longer than 96 hours
to resolve.

These distributions were derived from
random sampling of the probabilities
across all the branches in our decision
model. This provides a more realistic
estimate of the distribution of costs that
would be seen in actual clinical practice,
since it takes into consideration the
prevailing standard deviations around the
means of all the nodes in the model.

Sensitivity analyses

Table 2 shows how the economic impact of
rEVIla compared to aPCC would be altered
by varying a number of parameters in the
decision model.

Table 2 illustrates that:

» The cost of managing a minor bleed with
aPCC would become the lower cost
option if the probability of successful
treatment at home increases from 79% to
above 90% (providing the probability of
successful treatment at home with rFVila
remaing unchanged). Alternatively, aPCC
would become the lower cost option if
the probability of successful treatment at
home with rFVTla falls below 90%
(providing the probability of successful
treatment at home with aPCC remains
unchanged).

¢ The time to successfully controlling a
minor bleed at home following initial
treatment with rFVIia would have to
mcrease from 24 hours to more than
49 hours before the expected time to
resolving a minor bleeding episode
becomes shorter with aPCC.

@ 2002 Breokwooed Medical Publications Ltd, UK - JME 75
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Tabie 2. Sensitivity analyses

Parameter

Baseline value

Breakeven value

Probability of successful treatment at home with
rFVHa ranges from 26% to 100%
Probability of successful treatment at hame with
aPCC ranges from 25% to 100%

Time to initial bleed resolution with rFVIia at home

ranges from § te 72 hours

Tirne to initial bieed resolution with aPCC at home

ranges fror 8 to 72 hours

Dose of rFVlla given at home ranges from
1to € doses

Dose of rFVHla given 1o a day case rangss
from 1 to 6 doses

Dose of rFVIia given to an inpatient ranges
from 1 to 6 doses

Dose of aPCC given at home ranges
from 1tc 9 doses

Dose of aPCC given to a day case ranges
from 1to @ doses

Dose of aPCC given to an inpatient ranges
from 1 to @ doses

Dosage of rFVila given at home ranges
from 50 to 200 pa/kg bw

Dosage of rFVIla given to a day case ranges
from 50 to 200 pgfkg bw

Dosage of rFVila given to an inpatient ranges
from 50 to 200 pg/kg bw

Dosage of rfFVila given as continucus iv infusion
ranges from 10 to 40 pg/kg bw

Dosage of aPCC given at home ranges
from 35 to 150 units/kg bw

Dosage of aPCC given to a day case ranges
from 35 to 150 units/kg bw

Dosage of aPCC given to an inpatient ranges
from 235 to 150 units/kg bw

Probability of a re-bleed ranges from 0% to 25%

92%

79%

24 hours

36 hours

2.3 doses 90 pafkg bw

2.5 doses 93.8 ug/kg bw

9.5 doses 88.8 pa/kg hw

3 doses 75 units/kg bw

2.8 doses 87,5 unitsfkg bw

5.4 doses 83.1 units/kg bw

90 ugikg bw
[2,3 doses)

93.8 pgikg bw
{2.5 doses)

B8 ng/ikg bw
(2.5 doses)

20 ug/kg bw fhour

75 unitsfkg bw
{3 doses)
87.5 unitskg bw
(2.5 doses)

53,1 units/kg bw
(5.4 doses)

15%

0%

90%

49 hours

13 hours

2.8 doses 90 nglkg bw

2.5 doses 75 units/kg bw

108 nglkg bw
{2.3 doses}

63 units/kg bw
{3 doses)

Additionally, the time to successfully
controlling a minor bleed at home
following initial treatment with aPCC
would have to be less than 13 hours

before the expected time to resolving a
minor bleeding episode becomes shorter

with aPCC.

o If rFVIIa’s efficacy remains unchanged,
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administering more than 2.8 doses of
rFVTla at a dosage of 90 g/ kg body
weight would result in aPCC at home
becoming the lower cost option,
Similarly, administering a mean 2.3 doses
beyond a dosage of 108 pg /kg body
weight would result in al?CC at home
becoming the lower cost aption.

o [f aPCC's efficacy remains unchanged,
administering less than 2.5 doses of
aPCC at a dosage of 75 units/ kg body
weight would result in aPCC at home
becoming the lower cost option.
Similarly, administering a mean 3 doses
of aPCC below a dosage of 63 units kg
body weight at home would result in
al’CC at home becoming the lower cost
option.

In summary, the sensitivity analyses
demonstrate that the economic impact of
initial home treatment with rFVIla
compared to aPCC in the management of a
minor bleeding episode among aduits is
sensitive to the dose and dosage of the
haemostatics administered at home, the
probability of successful treatment at home
and the time to bleed resolution at home
following initial treatment with either
rFVHa or aPCC. However, the relative
economic impact of rFVIIa is not sensitive
to the dose and dosage of any drugs
administered second-line or later, or any
other component of treatment.

Discussion

Recent guidelines on the management of
high responding inhibitor patients by both
the UK Haemophilia Centre Directors’

Organis;ation’s and the Association of
Haemophilia Clinic Directors of Canada'®
recommend the use of 1FVIla not only for
severe bleeds, but also for minor bleeds.
However, the NHS has not advised on
implementing the UK guidelinesm and
there is no consensus among
haematologists as to the different products’
role. Consequently, differences in opinion
exist between haematologists and
haemophilia funding agencies on the cost-
effectiveness of various haemophilia
treatments. These differences impact on the
quality of care received by haemophilia
patients across the UK,

The cost of managing inhibitor patients has
not been widely reported in the published
literature. In Canada, the use of aPCC was
estimated to cost a mean $107,513 (i.e.
55,591 at 1993 exchange rate) per

inhibitor patient per year to manage an
unspecified number of bleeding episodeslg‘
In the UK, Stewart ct ai*” estimated that in
a haemophilia patient with high titre, high
responding inhibitors, the cost of treating
bleeding episodes at home with rFVIla was
£12,152 per bleeding episode, which was
comparable to our own findings. However,
the paper presented insufficient data to
enable us to calculate a comparable cost for

P eond

Against this background, we estimated
that the expected NHS cost of initially
using rFV1la at home is comparable to

that of aPCC when managing a minor
bleeding episode among patients who
develop high titre, high responding
inhibitors (=10 BU}. However, using rFVIIa
at home instead of aPCC approximately

© 2002 Brookwood Meadical Publications Ltd, UK — JME 75
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halves the time to resolving a minor
bleeding episode. Hence, compared to
alPCC, rFVIla improves clinical outcome
{as found by others™"2 ), while being, at
the least, cost neutral.

Haemophilia’s rarity, the difficulty in
predicting patterns of bleeding episodes
and their outcomes, as well as the high
treatment cost of managing bleeds and
associated complications make planning
and budgeting for haemophilia
problematicg‘w, Accordingly, predicting
the distribution of costs would aid the
management of haemophilia patients

with inhibitors. According to our analysis,
up to 95% of all minor bleeds among
adults managed at home with either aPCC
or rEVIla would be expected to cost the
NHS less than £20,000. Although
spontaneous bleeds are often
unpredictable, these data should help in
planning haemophilia budgets, thereby
minimising geographical variation in the
funding of treatment while maximising the
quality of care, Nevertheless, it should be
recognised that budgets for haemophilia
patients would also be influenced by the
cost of managing severe bleeds, which
have not been included in this particular
analysis.

Multicentre studies on haemophilia
patients who develop inhibitors show that
the shorter the mean time from start of a
bleed to onset of treatment with a
haemostatic, the higher the efficacy of the
treatment and, therefore, the fewer doses
needed®**!, Consequently, the key to
successful long-term management is the
early administration of a haemastatic

following the onset of a bleed, thereby
minimising damage to affected joints or

. 1
tissues .

Other studies have shown that prolonged
bleeding often results in greater morbidity,
prolonged hospitalisation, and in some
cases, subsequent need for corrective
surgical prcucedurescm. Since our study
shows that rFVIla resolves a minor
bleeding episode in approximately half the
time of that with aPCC, rFVila has the
potential to reduce morbidity over the
longer term and this could have a positive
economic impact on the NHS and improve
the quality of life of patients. Therefore,
rFVIfa improves clinical outcome
compared to aPCC, but at no additional
cost to the NHS, resulting in rFVIla being
the cost-effective treatment.

The results of these analyses can thus be
used fo inform treatment guidelines and
associated decisions regarding resource
allocation™. This would ensure better
targeting of scarce resources, more
effective management of bleeds and better
quality of life for patients.

This study is subject to a number of
limitations. The major limitation was the
use of a panel of haematologists to
obtain data that were unavailable in
published studies. However, there are
approximately 200 inhibitor patients in
the UK and the haematologists
interviewed have collectively managed
84 inhibitor patients over the last 5 years,
representing 42% of the total estimated
number of such patients. Consequently, the
management patterns and resource use
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reported in this study are representative of
UK clinical practice. Furthermore, the
analysis showed that the econamic impact
of rfVIla compared to al’CC is most
sensitive to parameters pertaining to home
treatment that were derived from
published trials, and not to those
pertaining to subsequent treatment

at 2 CCC which were obtained from the
panel.

The protocol in the Key study”
recommends treatment within 8 hours
from the onset of a bleed. However, the
Hilgartner study2 did not specify such
time. Consequently, it was not possible to
determine the effect of time from the onset
of a bleed to treatment on the outcomes of
our model.

The limited number of inhibitor patients in
the UK and the unpredictable nature of
bleeds have meant that there is varied
clinical experience and a general lack of
consensus among haematologists on best
practice.

However, as more experience is gained
about managing inhibitor patients and
more robust data become available, the
decision model should be updated
accordingly.

The model estimates the expected cost
attributable to resolving a minor bleeding
episode following initial home treatment
with either rFVIla or aPCC. Furthermore,
the model only considers direct healthcare
costs and not the direct costs to patients

and their families, indirect costs to society,
such as loss of productivity, and intangible
costs, such as changes in quality of life.
Future analyses should examine the
economic and quality of life implications of
tFVIla compared to aPCC in minimising
damage to affected joints or tissues in the
longer term.

Conclusion

Within the limitations of our model, the
costs of initially managing a minor
bleeding episode at home with either
haemostatic are comparable. However,
using 1EVIla at home instead of aPCC is
expected to resolve a minor bleeding
episode in about half the mean time, but at
no additional cost to the NHS. Hence, the
decision to use either 1FVIia or aPCC at
home for managing a minor bleed should
be based on efficacy, safety and patient
preferences and not drug acquisition costs,
This finding warrants further study in a
prospective, comparative, randomised
controlled study.
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