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The B-team: Equal but different?

Luke Pembroke

As a person with haemophilia B, | have known there are

differences between haemophilia A and haemophilia
B and their respective treatment throughout my

life — though | was shocked when | learnt about the
impact inhibitors can have when it comes to bleeding.
Despite being very rare, as well as difficult to manage,
in a recent survey reported by Chaplin et al., many
nurses had experience in managing haemophilia B
inhibitors. Nurses in the survey also thought extended
half-life (EHL) factor products would remain the
optimal treatment for haemophilia B in 2025. Ongoing
clinical trials for novel molecules like concuzimab and
fitusiran signal the start of more treatment options for
haemophilia B, and the development of gene therapy
has focused on haemophilia B in the first instance.
But the fact remains that the pharmaceutical industry
has focused on developing treatments for the larger
haemophilia A market. Could this have distorted
perceptions around treatment? In a further ‘perception
bias’ that impacts management, some nurses feel
there are differences in bleeding phenotype between
haemophilia A and B. Garner et al.’s paper discussing
rIX-FX, suggests that treatment adherence is better in
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haemophilia B due to lower dosing frequency, making

it an easier treatment option than for haemophilia A.
The patient perception may be somewhat different.
While dosing schedules in haemophilia B have been
more consistent for longer, there has been less
pharmacokinetic modelling in haemophilia B and,
arguably, less opportunity for truly tailored treatment.
Gene therapy has been shown to be more ‘successful’
for haemophilia B than haemophilia A, but emicizumab
has raised questions about the need for gene therapy
in haemophilia A. Having an ‘emi-equivalent’ for
haemophilia B will raise the same questions and may
give people haemophilia B and inhibitors an effective
treatment that is as transformative as emicizumab has
been in the haemophilia A population.
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patient views

rom as early as | can remember, | was aware
there was a difference between haemophilia A
and haemophilia B. My mother was well informed
about haemophilia — she was particularly
taken about the connection to the royal family — and
spoke to my school teachers authoritatively about my
haemophilia. At primary school, there was someone
with haemophilia A in the year below me: she knew
from my haemophilia centre that the distinction was an
important one in terms of treatment.
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Growing up | had a lot of bleeds. I've heard from
several consultants over the years that | appeared
to have a particularly high ABR ‘for a haemophilia B'.
| learnt early on that haemophilia A was treated on
Mondays, Wednesdays and Fridays, and haemophilia
B was treated on Mondays and Thursdays. Whenever
| went to patient events, | was aware that those with
haemophilia A treated more often than me. In time |
learned that it was due to differences in half-life — it
never occurred to me that we might have differences in
the number of bleeds we experienced. At youth camps
organised by the Haemophilia Society, when discussing
our bleeds, it was the same experience. The main
difference we picked up on between each other was
whether we had good veins or bad veins.

It was only when | met someone with haemophilia A
and an inhibitor at a youth camp aged 16 that it became
clear just how much of an impact inhibitors can have
when it comes to bleeding. We were all shocked that he
had to treat every day, sometimes twice a day. He also
had to use a combination of 30ml and 20ml syringes
to administer treatment. This wasn't something I'd seen
since receiving plasma-derived treatment when | was
younger. I'd become use to my recombinant treatment
kit which only required two 5ml prefilled syringes.

It was a long time before | met someone with
a haemophilia B inhibitor. He appeared to have it
well managed but had noticeable joint damage and
had experienced significantly more bleeds than |
had growing up. It is very rare to meet people with
haemophilia B and inhibitors at patient meetings — it
may be, of course, that they are unable to access
meetings because their condition is so debilitating.

So, it is interesting that so many nurses in a survey
reported by Chaplin et al. had experience in managing
haemophilia B inhibitors; they are very rare and very
difficult to manage 1.

In the survey, most nurses felt that extended half-
life products would remain the optimal treatment for
haemophilia B in 2025. Over the past two decades,
people with haemophilia B have seen less change
in treatment options than those with haemophilia A.
Conversations about switching to different treatments
are not straightforward. Also discussing haemophilia B,
Garner et al. recognise that patients can be reluctant
to have conversations about changing product if
they feel their current treatment works for them 1.

It's possible that conversations about switching to
different treatments are more difficult with people with
haemophilia B, purely because most have not been
offered anything new for a long time. Following the
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arrival of emicizumab, | have heard from parents of
children with haemophilia B, “Is there something like
that for haemophilia B?" Despite the benefits associated
with EHL-FIX treatments, the burden of intravenous
injection can't be ignored.

We have started to see more treatment
opportunities for people with haemophilia B,
particularly those with inhibitors who have few other
options at present, with ongoing clinical trials for novel
molecules such as concizumab and fitusiran. We know
that the factor IX molecule is smaller than that for factor
VIII, which has led to the development of gene therapy
for haemophilia focusing first on haemophilia B !;
developing gene therapy for haemophilia A has been
described as ‘'more difficult’ . But the fact remains that
the pharmaceutical industry has focused on developing
treatments for the larger haemophilia A market. Could
this have distorted perceptions around treatment?

A further ‘perception bias’ is seen in the Chaplin
paper, where one third of nurses felt there was
a difference in bleeding phenotype; that those
with haemophilia B bleed less than those with
haemophilia A, and that this impacts on management.
This probably reflects the fact that there are fewer
people with haemophilia B than with haemophilia A,
so there is less awareness of the bleeding. It's also
likely nurses see these patients less often overall.

While those with moderate and mild haemophilia B do
generally fare better versus those with moderate and
mild haemophilia A, for those with severe haemophilia
there is little difference when it comes to experiencing
a bleed. You only have to look at the natural history of
haemophilia to recognise the time it took to distinguish
and identify haemophilia B.

The Garner paper talks about adherence in relation
to dosing frequency @. It suggests that adherence is
better in haemophilia B because you only have to inject
once a week or maybe once a fortnight for some of
the newer extended half-life products in adults, making
this an easier treatment option than haemophilia A.
The patient perception of different dosing intervals
is variable between individuals. For those with
haemophilia A treating every other day or three times
a week, the option to treat once a week seems very
attractive. However, from discussions I've had with
people about infusion frequency, the difference
between once a week vs. twice a week has often been
seen as negligible. It is also fair to say that dosing
schedules in haemophilia B have been more consistent
for longer, and therefore subject to less disruptive
changes. But there has been less pharmacokinetic
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modelling in haemophilia B than haemophilia A,
from which you could argue that there has been less
opportunity to truly tailor treatment. It is interesting
that both the Chaplin and Garner papers talk about
measuring trough levels rather than conducting full
PK studies. Clinicians do not have the tools they have
for haemophilia A. There is also the extravascular
distribution of factor IX to consider, which affects the
pharmacokinetics and means that treatment can be
given less frequently. Over the last few years, | have
noticed more discussion at conferences and within
the literature focusing on extravascular distribution
of FIX. Continued research into this area is needed in
order to better optimise prophylaxis for people with
haemophilia B ®!.

Extended dosing intervals raise an issue of
confidence. When EHL products first launched,
the marketing seemed to largely focus on the idea
of convenience. A growing understanding in the
community around the importance of maintaining
higher trough levels drew some attention away from
the benefit of ‘fewer injections’' ®7.. To dose every
14 days could generate anxiety around bleeding and
not having adequate protection. This highlights the
importance of shared decision making and ensuring
patients are educated and informed about their
treatment ®. For some patients, trough levels of
3-4% may not be sufficient in prevention of bleeding.
Both the Chaplin and Garner papers emphasise the
importance of having a haemophilia care team that
supports patients in understanding their treatment
options. However, neither really touches on the impact
of gene therapy, which might be more ‘successful’
(based on level and duration of FIX expression in clinical
trials % for haemophilia B than for haemophilia A,
even if it is not the first to market.

The issue with gene therapy then becomes ‘better
than what?'. Is it better than the treatments we have
now? Or will it better than treatments that are in
development? Emicizumab has raised further questions
about the need for gene therapy in haemophilia A. |
have been asked at a WFH event, whether | would have
enrolled in a gene therapy trial if | had haemophilia A. |
am increasingly hearing accounts from people treating
with emicizumab that ‘it is like not having haemophilia’.
For haemophilia B we do not yet have an ‘emi-
equivalent’ — but | hope we do have something like this
soon. | particularly hope to see an effective treatment
for people with haemophilia B and inhibitors that has
as transformative results as emicizumab has done for
the haemophilia A population. And it will be important
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to capture and publish patient insights and experiences
alongside the clinical data as novel therapies for
haemophilia B are developed.
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