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to consider for the future:

o

HFENZ needs to develop a clear
management plan in respect of its
membership and volunteer roles.
That includes description of
volunteer and office bearer roles at
varying levels. This would allow
members to recognize the
commitment required before taking
on arole and once they have done so
ensure they have a reference
document as they function in that
role.

| believe HFNZ will need to consider
its financial processes within the next
two years. Currently, we provide the
majority of services to members at a
national level, yet disperse a
significant proportion of our funds to
branch level. The question has to be
asked given the forthcoming
introduction of the Charities Act
whether this is the most appropriate
form of financial management or can
we do it a better way to deliver more
services.

HFENZ is however reliant on branches
for it's strength and sense of
community. It therefore must
develop job descriptions for office

WFH President Mark Smith accepting a gift from delegate

o

o

o

bearers to ensure compliance/-
communication in future.

HFNZ must engage in process of
selection and management of
treatment

NMO:

Streaming of camps at National
level. Obviously numbers of NMQO's
also supply camps, but the way in

which we

products in a 4
positive manner
to ensure choice,
safety, supply for
people with a
bleeding
disorder. [

HFNZ ...”

also believe it is
appropriate to
acknowledge and
celebrate the activities of

stream content
to address the
needs of
specific
attendees is
unique.

o Branches

believe we have
already
commenced doing this through our
association with the National
Haemophilia Management Group
and relationship with the various care
centres.

HFNZ must develop further streams
of income to ensure diversity and
security for our organisation. |
believe this is a given and will most
likely always be the case as we will
always be seeking further funding to
develop and support new iniatitives.

HFNZ must plan for succession at all
levels.

also believe it is appropriate to

acknowledge and celebrate the activities
of HFNZ that 'marks' us as a developed

Deon liasing with other youth

holding
evenings and regional camps. Such
gatherings are essential and have
assisted in fostering a sense of
community within our membership.

Developed advocacy skills. HFNZ
has come along way in relation to
advocate and lobbying for its
members.

Building credibility with
Government, MOH, other external
agencies as a resource rather than an
adversary.  Through it's role in
advocacy, HFNZ has become
recognized as a potential resource to
external agencies in respect of
developments for haemophilia care.

A
v

Deon and Youth Delegates at the WFH Congress Dinner
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David Habershon Reports:

fter two years on National

Council, this was my first World

Congress. The reason for my
attendance is due to my volunteer
portfolio of "Safety and Supply" which |
perform along with Deon York. This
means keeping abreast of developments
in haemophilia care both in New
Zealand and overseas. The portfolio
focuses particularly on the use of factor
concentrates.

The World Congress has a wealth of
information relevant to the "Safety and
Supply" portfolio. The Congress was a
tremendous learning experience and |
was able to attend more than twenty very
informative sessions on a variety of
topics. The Congress provided a great
deal of information for me to help fulfil
my volunteer role in HFNZ. There was
also the opportunity to meet other
delegates and specialists from around the
world and get the benefit of some of their
experience. Probably the most
enlightening aspects for me were some
sessions that dealt with the origins of
inhibitors and the emerging evidence
that some plasma derived products might
be less prone to inhibitors and are
possibly more

Patients (PUPs) have
provided great
insight into the
origins of inhibitors.
This data comes
from the major
recombinant factor
manufacturers
(Bayer, Baxter, and
Wyeth) in the
course of
conducting their
clinical trials. This
body of data is
statistically relevant
and it has proven
that there are a
combination of both genetic drivers and
environmental drivers that help
determine whether someone will
develop inhibitors. We now know for
certain that Large Scale Deletion,
Nonsense, and Intron 22 Inversion
mutations have a higher chance of
inhibitor development. It is significant
that identical twins with haemophilia
often have quite different inhibitor
acquisition and severity.

A previously held theory that the age

effective with
inhibitor tolerisation.
However, there are a
number of general

number of sessions . "
that | attended that countries ...

developing world is
showing great benefits
themes from the great ¢ 4o (itizens of those

when the first
treatment occurred
he WFH focusonthe ;s 4 ey

determinant of
inhibitor
development has
now been
discarded. It is now

would like to report
on as follows:

Inhibitors Now the Leading Safety Issue

The World Federation position is that
inhibitors are the number one safety issue
currently facing the haemophilia
community. Inhibitors affect a very
significant percentage of severe pwh (20-
30%). They have serious consequences
for those who have them with greater on-
going health risks. Understanding the
origins of inhibitors and reducing the
incidence is therefore a huge safety issue.
The threat of blood borne pathogens,
whilst still an area of great scrutiny, is not
viewed as being as significant as
inhibitors at this time. This obviously
could change if a major safety threat was
discovered within the blood or product

supply.
Recent studies on Previously Untreated

evident from the
studies, that if high
intensity infusions are required during
the first 50 treatment days then there is a
higher chance of developing high titre
inhibitors. For example, if a major bleed
needs to be treated with high doses of
Clotting Factor Concentrates over
successive days (within the first 50
treatment days) there is a much higher
chance of inhibitor development. Also,
evidence is starting to emerge that plasma
derived FVIII products may be less prone
to inhibitor development than
recombinant and may be more effective
in tolerisation. The possible benefits of
plasma derived factor in tolerisation is
possibly due to the presence of Von
Willebrand's Factor in plasma derived

product . Understanding these drivers
will allow a lowering of inhibitor
incidence.

National Executive Council

Economics of Plasma Fractionation.

Historically the harvesting of Clotting
Factor Concentrates from donated
plasma has been the main economic
driver for the plasma fractionation
process. However this is changing and
other blood products such as Albumin
and Intravenous Immuno Globulin (IVIG)
are becoming more important
economically. For example the Canadian
Blood Service does not process FVIII and
FIX fractions from the blood it collects.
These fractions are currently discarded
by the Canadian Blood Service.
(Although they are investigating the
donation of these to a South African
fractionator for use in the developing
world). The Canadian Blood Service
only fractionates Albumin and IVIG. The
reasons for this include the availability of
recombinant factor, and a series of
discoveries about the medical uses of
IVIG.

IVIG demand has grown greatly in recent
years and continues to grow. So far it has
been found to be effective in treating
more than 20 medical conditions, mainly
auto-immune disorders. Such disorders
include neurological conditions such as
CIDP where the immune system attacks
nerve sheaths. Other applications are
prevention of mis-carriage and serious
skin conditions. It is not always fully
understood why IVIG is effective, but the
number of applications is growing and
hospitals are demanding more and more
of it.

Canada only ever collected enough
blood for 20% of its total blood product
requirements whereas NZ has been
essentially self sufficient. For Canada,

continued next page
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who historically has needed to buy in
80% of its blood product requirement, it
has been cheaper to buy only
recombinant FVIII and FIX, because the
plasma derived product is actually more
expensive to produce from a low volume
plasma pool.

On the other hand, NZ which has been
self sufficient in plasma derived blood
products is able to recover a significant
portion of the cost of blood collection
and plasma fractionation by processing
and using the FVIII and FIX fractions.
Despite recombinant (possibly) being
cheaper, if NZ were not to recover FVIII
and FIX from plasma, the cost of IVIG and
albumin would go up significantly, and
the cost to the health system in total
would be higher. It therefore makes
economic sense at this stage for NZ to
process and use plasma derived FVIIl and
FIX.

World Federation Focus on the
Developing World.

The World Federation of Haemophilia is
very much focussed on improving the
situation in the non western countries.
There is a sense that the western
countries have now achieved a good
standard of care relative to previous
decades. In the western world life
expectancies of severe pwh are very
nearly the same as the general
population. This compares to the
situation 100 years ago, when life
expectancy averaged less than 20 years.

Focus by the World Federation over the
last few years has had a tremendous
impact. Two years ago 84% of pwh in
the world were undiagnosed. This has
lowered to 70% in that period of time.
Countries such as Brazil and Iran have
made huge gains for their people. Brazil
now uses over 2 units per capita per
annum and Iran over 1 unit per capita.
Note that New Zealand is close to the
"gold standard" of 6 units per capita.

Progress in the developing world may
have a flow on benefit for the developed
countries. One of the biggest barriers to
plentiful supply in the west is the sheer
cost of haemophilia care. The average
cost is 100k per person per year for a
person with severe haemophilia. High
cost is partly a function of the small size of
the current market creating niche
pharmaceutical products with small
production runs and high unit costs. The

cost is very unpopular with health
authorities in countries where there is an
on-going struggle to keep health budgets
under control with aging populations and
the availability of ever more expensive
pharmaceutical products and equipment.

The fact that the size of the global market
for haemophilia products is starting to
expand into the developing world may
lead to greater economies of scale in
production and a

some years away from production but
this new technique could increase yields,
lower production costs and improve
supply. This would possibly have a flow-
on effect to the price competitiveness of
recombinant products as well.

Safety Issue Haematologists are a Dying
Breed?

In the northern hemisphere a
phenomenon is being observed that
fewer doctors want

willingness for big 4«
pharmaceutical
companies to
continue to invest in
crucial Research &

ong acting Kogenate is t©
in second phase
clinical trials. . .”

specialise in
Haematology,
particularly in
Haemostasis. To
some extent we are

Development (R&D).

Bringing a new pharmaceutical product
to market can costs hundreds of millions
of dollars. Companies will only invest if
they can see a substantial payback.

The World Federation focus on the
developing world is showing great
benefit for the citizens of those countries
who have haemophilia and indirectly for
the global haemophilia community.
Countries with large populations,
burgeoning economies and increasing
spending power, such as China and India
will possibly change the economics of
haemophilia research and production
leading to improved supply in countries
like New Zealand. Much more work is
required however, and the global
diagnosis rate of 30% needs to improve
and be backed up with effective national
treatment regimes in the developing
countries.

Enhancement of Plasma Fractionation
Techniques.

Production yields for current plasma
fractionation methods are extremely low.
The yield is in the range of 5% - 10% of
the total amount of factor present in the
plasma. A United States Research and
Development project could radically
increase this. This is the Plasma Protein
Purification System (PPPS) which is a
Joint Venture between the American Red
Cross and a company called ProMetic
Life Sciences.  The process being
developed uses new synthetic molecules
(ligands) as an 'absorbent' to which the
targeted proteins will bind. This is instead
of using traditional centrifuge based
techniques. The technology and process
is extremely promising with, for example,
the potential to increase VWF and FVIII
yields from 10% to 60%. The system is

becoming a victim
of success. There is a perception the
challenge of Haemophilia has been
overcome with improved standards of
care in the western world and that the
field is not the challenge it once was. A
fear expressed at the conference is that
Haematology will be subsumed into
Oncology departments and that
specialist Haemophilia Treatment
Centres (HTCs) may be under threat. A
view expressed at the conference was
that the best outcome for the haemophilia
community may be for haematologists to
have a broader focus on Thrombosis as
well as Haemostasis and a broader
canvass of bleeding disorders including a
greater focus on VWD and women's
bleeding disorders.  This would be
preferable to having haematology needs
met by oncology staff who do
haematology as a side-line.

New Treatments.

The conference had some updates on
new treatments in the pipeline.

Long acting Factor VIII is being actively
worked on by Bayer and Baxter. Long
acting Kogenate is in second phase
clinical trials and is on track to enter
production in 2009. The half life of this
product will be significantly longer than
existing products and could mean, for
example, effective prophylaxis with
infusions once a week or even less
frequently. This product uses pegolated
liposomes to bind to the factor VIII
module and slow down the natural
process of enzymes clearing FVIII
molecules from the bloodstream. Baxter
is working on a similar product to long
acting Kogenate, but it was not clear

when this would come to market. Baxter
continued next page
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is also working on some synthetic
molecules that are quite different to
factor VIII and factor IX but which
nonetheless contribute effectively to the
clotting cascade.

Work continues on research into
transgenic animals. Genetically modified
pigs who produce human Factor IX in
their milk have been in existence since
1994. Now there are herds of such pigs.
The amount of factor they can produce is
many times the amount that can be found
in human blood. In fact concentrations
could be so high that people could
potentially take treatment orally.

Successful laboratory trials have been
conducted with mice. However much
investigative work is required before
human trials can start, and such trials may
be 5 years away.

Gene therapy remains on the agenda but
progress has slowed down due to the
huge cost of research. The death of Jesse
Gelsinger in 1999 from a gene therapy
treatment - for a metabolic disorder -
meant that rules around gene therapy
trials became far more stringent.  The
most promising therapies for Factor IX
deficiency delivered 10-15% levels in
dogs 2 years after treatment.
Unfortunately this success was not

repeated in human trials, where FIX
production was very good for some
weeks after treatment but tailed off to
original levels within 2 months. After
some considerable research into why the
success with dogs could not be repeated
with humans it has been found that the
benign virus vector used for inserting the
gene into target cells, being a human
virus, created an immunological
response. It now seems just a matter of
time and funding to find a viral vector
that does not elicit human immune
response and work continues in this
space.

Deon York Reports:

ongress 2006 was all

that | expected it to be

and much more. It was
a fantastic opportunity to meet
people from all over the world
and share our knowledge and
experiences. | also attended
National Member Organization
(NMO) training for the first time
with Dave McCone. This took
place prior to the congress.
With just over 100 participants
(in contrast to just over 4000 at
the main congress!) it was
actually possible to get to know
people a bit better over the
several training days. | met
people there of exactly my age,
type of haemophilia and
severity whose life had been disrupted
significantly more than mine due to
inadequate treatment. Much like the last
congress | attended, | was humbled by
the stories | heard from so many people
who do not have access to adequate
treatment. Each story was a window into
the daily lives of people around the world
and a stark reminder

Deon York delivers his presentation

of us walked in a certain way (a bit like a
penguin at times) as some kind of secret
code for a secret society or similar.

The last world congress | attended was in
2000, in Montréal. There have been
several changes in focus for haemophilia
related research since that time. The
prospect of gene therapy was the hot
topic at the 2000 congress; quite the

reverse can be said

of how fortunate we 4

. six years on. This is
are in New Zealand. °°° stark reminder of notyto say that gene
Yes, it is certainly how fortunate we therapy was not
true that life has been are in New discussed, but the
tough for some of Zealand . . .” focus of research has
these people, but it is now shifted more to
all relative.

Everyone had a great attitude about their
situation, whatever it happened to be.
From beginning to end the groups at the
NMO training were a united community;
it's a bit like meeting the extended family
you never knew you had. An outsider
looking in might have thought that many

understanding the
causes of and solutions to the
development of inhibitors in people with
haemophilia, social and medical issues
for carrier women, ethical debates
surrounding genetic testing and an
increasing recognition of people with

haemophilia and related
bleeding disorders as an aging
population.

So, why has the focus changed?
One of the major reasons for
less discussion around gene
therapy is a result of some of the
unfortunate occurrences
following gene therapy trials
over the past five years or so, in
some cases resulting in the
participants developing cancer
and other adverse effects. The
significant slow down of these
trials is understandable against
this background. This is not to
say, however, that trials have
completely ceased. Inaddition,
the topic of and debates around genetic
testing are trying to keep up with the
actual technology.  As technology
surrounding genetic testing gallops
ahead so do the walking frames of the
aging haemophilia population, and we
all know you can't keep an old bleeder
down. When | say that social and
medical issues for carrier women were
more widely discussed, a plenary was in
fact devoted to the uterus causing one of
the congress participants to admit that
they had "fallen asleep in the uterus".
With that, I will now outline to you what |
found useful from the 2006 Congress for
us here in New Zealand.

Ethical issues in haemophilia: genetic
testing

There was interesting debate
surrounding ethical issues in
haemophilia and genetic testing.

continued next page
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Debates of this nature often raise more
questions than they answer, but being the
first set of presentations | attended, it
seemed like a good place to start.
Discussions were based on fundamental
ethical principles: autonomy (individual
ability to make decisions), beneficence
(principle of doing good) and non-
maleficence (doing no harm). Justice
was also thrown in, but it is a concept that
is a little harder to pin down. Against

benefits:
e Allowsdiscussion of risks
e Parents often want to know

e Clinical management can be better
planned

e Carrier status can be incorporated
into self-identity

e The carrier can be better prepared
for pregnancy and child birth

Another issue that was raised was

these concepts
questions were
raised such as: what
is the appropriate
price for factor
concentrates? What
are the benefits of testing_”
genetic testing?

4

here was interesting
debate surrounding
ethical issues in
haemophilia and genetic

thinking about
genetic testing
differently. It is
often stated that this
testing is
"stigmatising", vyet
when someone has
his or her factor

When should genetic

tests be carried out and who decides?
Should drug trials be conducted in
developing countries if the benefits
outweigh the risks?  With regard to
genetic testing, some of the benefits were
identified as:

e Providing a definitive
diagnosis

e Diagnosing a carrier early
(for instance if they are a
symptomatic carrier)

e Potentially predicting
inhibitor risk

e Developing specific
treatment protocols

e Advancing research in this
area

While there are benefits to
genetic testing, these need to be
weighed against some of the
risks while not forgetting the
issues of autonomy,
beneficence and non-
maleficence:

e Stressorguilt from test results

e Social stigma

e Unauthorised release of information
e Unauthorised additional testing

If it is decided that testing will be
conducted, when is it the best time to test
for carrier status? The jury is still out on
this one but as research progresses a new
question is developing: is there a good
reason to wait? If testing is conducted
early there is no need to repeat test and
prognosis is understood. This has several

levels done it is not
always spoken about in such strong
terms.

Inhibitors: finding the causes to develop
more solutions

Deon tirlessly networking

Developing inhibitors against factor
replacement therapy occurs in about 20-
30% of people with haemophilia. It is
thought to be caused by genetic and
environmental factors.  The World
Federation of Hemophilia is now saying
that inhibitors are one of the largest
challenges facing people with
haemophiliain developed countries.

Anyone attending sessions on research
about inhibitors will tell you that after the
first sentence little of the science made
sense to us "lay people". Such sessions
were often an enigma wrapped in ariddle
and encased in a mystery. Nonetheless

we battled on, attempting to understand.
So, what do we now know about
inhibitors? The long answer is very long
and I'm hoping that another congress
attendee can answer this burning
question. The short answer is that we
know more and there are many reasons
why inhibitors develop. One of the
causes that struck me was a study that
demonstrated a correlation between high
factor use in the early years of life and an
increased risk of inhibitor development.
This certainly raises questions about
prophylaxis. It is not saying prophylaxis
is the wrong way to go by any means,
simply that as we learn more we can see
how guidelines for the management of
haemophilia evolve over time. Another
striking fact was that while inhibitors are
more common in people with severe
haemophilia, studies have shown that
after people with mild or moderate
haemophilia were exposed to large doses
of factor due to having major surgery,
some developed inhibitors and, in effect,
acquired severe haemophilia.

While inhibitors is a major
concern for the haemophilia
community, since it is
something that occurs in 20-
30% of an already rare group,
studies to advance our
understanding of this area are
being developed across
countries and haemophilia
centres so that results can be
statistically significant enough
to have credence in the
scientific world.

Rare Bleeding disorders

| wanted to briefly mention the

issue of rare bleeding disorders.

It is that small and exclusive

group within an already small

an exclusive group that is often
not mentioned. People with rare
bleeding disorders not surprisingly
experience the problems created by lack
of clinical knowledge when attending
their hospital to a degree unimaginable
for the rest of us. Some new disorders and
reasons for these disorders have been
discovered, including a combined
deficiency of vitamin K factors, a Factor
V/VIIl combined deficiency (<80
families world-wide) and research into
hypothetical mutant proteins.  Other
deficiencies, including Factor Xl are rare
but more common in the Iraqgi and

continued next page
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Ashkenazi Jew population. In fact, this
mutation has been linked to a mutation
that is a mere 2500 years old! This is a
complex area of research. If you want to
know more about rare bleeding
disorders, you can go to the Rare
Bleeding Disorders Database

www.rbdd.org).
Gene Therapy: proceed with caution

I mentioned before that gene therapy was
not discussed as much at the congress,
but this is not to say it was not discussed at
all. Trials are still going on, but there is
less hype surrounding them. In terms of
haemophilia we are talking about gene
addition, not replacement. It is also
important to note that, at this point, gene
therapy is not a topic centered on cure for
haemophilia but rather a potentially
more effective treatment.

So, how might gene therapy work?
There are two possible ways it could be
administered (that sound rather more
complicated than sticking a needle in
your vein): 1) extracting some cells,
modifying them and transplanting the
modified cells (ex vivo) or, 2)
administering treatment that modifies the
cells in the patient (in vivo). If using
option two scientists need something to
carry the treatment into the body (a
vector). The vector in this case is an
adeno-associated virus (AAV). Without
going into too much detail, an AAV is a
small, single strand DNA virus. It is

modified so that it is only used as a means
to carry the gene therapy, rather than be
infectious. Factor IX is a much better
candidate for this type of treatment as the
factor is smaller and less complicated
than Factor VIILI.

AAV's are chosen because they are
harmless once inactivated, they deliver
the gene effectively, they can target
specific cells, are applicable to many
genes and do not integrate with your
DNA. The downside is that larger genes
such as Factor VIl will not fitin to an AAV
and the body naturally has an immune
response against them. Human studies
have been conducted using the AAV2
vector, which was administered in the
liver. What was learnt from this trial?
There were unexpected adverse effects
associated with this treatment, the ability
of the body to become immune to the
virus was an obvious hurdle and the
treatment did not last long in the system.
Another study using another originally
named vector — AAV8 — has been used
in animal trials, and produced more
sustained levels of Factor IX.

So far there has been inhibitor
development, lack of sustained factor
levels, cancer risk and a host of other
issues that have slowed down the
progression of gene therapy trials. Rather
than be frustrated at the shifting horizon
of gene therapy it is comforting to know
how rigorous the testing process is for this
new therapy.

Other eye-openers

The World Federation of Hemophilia
General Assembly that took place the day
after Congress was really like attending a
meeting of the United Nations (I can only
speculate, anyway). This is the forum
where all National Member
Organisations of the WFH can vote on
various issues, of which HFNZ is a
member. Dave was the voting
participant; | was merely the "observer".
| observed many things, including one
delegate who had decided to sleep
through proceedings. | think he
encapsulated how we were all feeling.
This was day nine for Dave and |, and our
eyes were heavy. |learnt much attending
this forum; | leave you with some
miscellaneous pieces of trivia: there are
109 member countries of the WFH and
the Federation has 30 staff and many
volunteers.  There are now 120'812
people with haemophilia, 44'334 people
with von Willebrand's and 11'384 with
other bleeding disorders diagnosed
worldwide (based on 85% of the world's
population). There is still a long way to
go, but the gains have been remarkable in
terms of global diagnosis and attempts to
access as many people with haemophilia
as possible. | have many more
stories/facts | could pass on. If you do
want to know more about anything | have
outlined, please feel free to get in touch.

¢

Drew MacKenzie Reports:

For me, conferences are about going to
listen to the best and the newest. It is
conferences that enable audiences to be
educated, enthused, and to gain a sense
of being part of something bigger than
your own small world. | was not
disappointed. Istill consider myselfto be
abeginner in the world of haemophilia so
a lot of what | heard

from various sessions | attended.

Sportand Exercise

Axel Seuser, Germany. Haemophilia

children are notfitenough

Kirsty Wittmeier, Canada. Minimum
physical activity guidelines are 60
minutes a day for children and 30
minutes or more

was new to me. %
Every session |
attended taught me
something, whether

aemophilia is a
challenge not a
sentence.”

than 10 000 steps a
day foradults. There
is a need to have a
regular exercise

it was about
treatment, strategies
for enabling better care, ideas for further
research, or a greater understanding of
the global haemophiliaissues.

There was no one session that stood out
for me but 1 would like to pass on snippets

program and a
backup program
when managing a bleed. Sedentary
lifestyle increases the risk of bleeds. 47%
of children are inactive but not
overweight.

Sylia von Mackensen, Italy. Quality of

life can increase with sport and exercise
because of effects of socializing and
increased self-esteem.

Greig Blamey, Canada. Hydrotherapy
good form of exercise, as exercise may
increase circulating factor therefore
decrease bleeds.

oints

Seyed Mortazavi, Iran. Synovitis goes
through the stages of acute transient to
acute non-transient to chronic. In terms
of treatment - primary prophylaxis is
better than having to deal with the

consequences of synovitis, however
secondary prophylaxis will prevent
further damage. But secondary

prophylaxis or anti-inflammatories are
not effective with chronic synovitis. It is

far better to treat before the patient
continued next page
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reaches a point of no return.

Kathy Mulder, Canada. To prevent
synovitis: keep blood away from
cartilage, stop bleeding as soon as
possible, remove blood through
aspiration and prevent re-bleeding.
Prevent bleeds by education, wise choice
of activities, early identification
of bleeds and follow-up by
physiotherapist until
completely healed. The Factor
treatment rule of thumb is 'until
it is better plus one day'.
Prevent re-bleeds by early
restoration of full range of
motion and early restoration of

strength to 100%. If in doubt
treat.
Goris Roosendaal,

Netherlands. More than 80% of
bleeds occur in joints. Muscle
Bleeds

Greig Blamey, Canada. Psoas

muscle bleeds of men aged 17-

22 years maybe not be due to

sport but to sexual activity.
Bleeding in mild/moderate
haemophilia patients in this

area is higher than expected. There is a
need to educate young men how to
recognize and prevent psoas bleeds

HIV/HCV

Robert James, UK. Presented a life
history project that he had been involved
with. Thirty interviews were done with
people living with HIV and are now
accessible on line at
www.livingstories.org.uk and logged in
British libraries. Participants felt it was
powerful to have their say and have it
recorded and accessible permanently
rather than temporarily in the media.
The stories are both in audio and in script.

Inhibitors

Charles Hay, UK.

Successful tolerisation relies on

- Inhibitor titre at time of
tolerisation

- Nointerruption of treatment
- Noinfection of line.

Older people are less likely to have a
successful tolerisation.

Family

Hernan Cancio, Spain. The positive or
negative way parents manage their
child's haemophilia impacts on whether

the child views haemophilia positively or
negatively.

KEY PROTECTION FACTORS FOR
FAMILY

1. Family can be designed by asking:
what sort of family do we want to be?;
what are the objectives in the
education of our children?.

Drew MacKenzie and NZ nurse Mary Brasser

Autonomy equals happiness.

2. Having a predicable environment.
Clear objectives equates to clear rules
which equates to clear limits.

3. Psychological acceptance of
haemophilia. Haemophilia is a
challenge nota sentence

4. Calm but effective response by
parents to accidents or bleeding
episodes. Children will do what they
see, so take a deep breath and focus
on solutions not problems.

5. Family environments gives
opportunities to take risks an explore
limits

6. Rules at home are the same for
everybody avoid privileges.

7. Family gives a positive image of
himself - parents are like mirrors.

8. Difficulties are opportunities to grow.

Paul Scott, South Africa. Asthe fatherofa
person with haemophilia | wish for my
son to be the best he can be, | strive for no
more, and | expect no less.

Fiona Dodson, UK. As a carrier, guilt is
an issue at times. Her son has told her "l
would not be who | am without it".
Haemophilia need not dominant life, it
plays a large part but not an obstacle.

Burnout

Lily Jefferson, Peru.  Burnout is a
complex human reaction to ongoing
stress. Burnout includes an emotional
exhaustion and increased negative
attitude towards work and perhaps life.
Quoted from Remen 1996 "The
expectation that we can be immersed in
suffering and loss daily and not
be touched by it is as unrealistic
as expecting to be able to walk
through water without getting
wet".

VWD

Erik Berntorp, Sweden. Study
on secondary prophylaxis with
VWD.  Secondary meaning
prophylaxis after symptoms
have started. Study showed that
children under the age of five
who started on secondary

prophylaxis because of
nosebleeds never developed
arthropathy.

Women

Anne DeSimone, USA.

www.projectredflag.org/.

Project Red Flag is the National
Hemophilia Foundation's public
awareness campaign. The campaignisto
educate women and their healthcare
providers about the symptoms of
bleeding disorders, especially von
Willebrand disease, and encourage
proper diagnosis and treatment.

Claire Cecchini, Canada.
Recommendation that gynecologists
included on haemophilia treatment
centre team.

Sally Crudder, USA. Improved quality of
life needed for women with bleeding
disorders. 86% of women reported a
history of menorrhagia (excessive
menstrual bleeding) but only 17%
reported by obs/gyn. It is best to test for
VWD during menses.

Kristen Nunez, USA. Possible to do free-
fetal DNA test for gender when eight
weeks pregnant from maternal blood
sample.

Andra James, USA. Women with
bleeding disorders have greater risk of
miscarriage and post partum
haemorrhage. DDAVP does not cross
placental barrier, tranexamic acid does
cross barrier but no known adverse
effects.

¢
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John Cook Reports:

| have been a supporter of the
Haemophilia community for
the past 5 years and have heard
from fellow members that the
ultimate learning experience is
to attend a WFH Congress. Thus
it was with much anticipation |
looked forward to the
opportunity to attend the XXVII
WFH Congress in Vancouver
Canada in May this year. My
attendance at the congress was
made extra special, as it was
great to be accompanied by my
daughter - Lynley, Son-in-law -
Richard and Grandson
Andrew.  After a year of
suffering numerous bleeds and
port infections, Andrew was
now able to travel following
treatment with Rituximab.

Having attended the Australian
Conference in Brisbane in 2003

it was natural to think that the
Congress in Vancouver would be much
more of the same - only bigger. How
surprised | was when we arrived in
Vancouver on the Saturday before the
Congress!

A number of my friends had asked me
why | would want to attend a congress on
a topic such as haemophilia, alongside
Doctors and scientists, when | was only a
'‘grandparent’. My answer to that
question made me more eager to attend
but also to look at the reason for my
attendance. My reasons for attending the
Congress in

development of inhibitors.

John Cook, Lynley Scott and friend

e what steps other countries are taking
to support and encourage youth with
Haemophilia.

To Understand

e more about what joint damage is
caused if a joint bleed is not treated in a
timely manner.

e how can we build a better relationship
between Patients and healthcare
providers?  This is not saying ours is
unsatisfactory but | believe we may be
able to improve it through creating a
better relationship.

Vancouver were as ¢
follows.

Tolearn

e more about
Haemophilia and

any have only
minimal treatment
using ice or
cryoprecipitate.”

e therole patient
organisations play in
other similar
countries and is
there anything that
we can learn from

then in turn use this

information to

educate the community about this
condition and its variations. While there
is plenty of data available in the form of
literature and papers presented at various
conferences, it should also be balanced
by discussions with parents and
caregivers in real life situations and this
information can only be gathered at
events such as Congress.

e about the developments in the
treatment of patients with severe
Haemophilia 'A' including inhibitors.
This condition and what causes the

them? In this case
the answer is yes - an
example being the Ontario chapter of the
CHF, who run adventure camps not only
for people with haemophilia but also
include other disabilities.

How does NZ compare with other
countries?

e We compare favourably with Canada
and European countries including the UK
with the exception of the Hep C Issue. As
we are all aware after a great effort we are
making progress in the government
addressing the issues surrounding Hep C.

e The issue in developing countries
such as Phillipines, India, Iraq,
Iran, Vietnam, and Cambodia is
one of their ability to pay for
medication. Many have only
minimal treatment using ice or
cryoprecipitate. In areas such as
the Philippines the issue of GP's
is an area of concern — with a
population of 84 million and
only 55,000 registered
physicians, 3380 Paediatricians
and 98 Haematologists.

eWein New Zealand have some
advantages and disadvantages
and by no means have we got it
right as far as addressing the
issues surrounding Haemophilia
but we are making progress.
While HFNZ have a number of
Maori members, we cannot be
certain that all those with
Haemophilia have the support
of HENZ. This also applies to
those of other ethnic origins in New
Zealand. It is opportune that we should
be addressing the issue of Haemophilia
amongst all New Zealanders.

Do we have the answer to the following
question? Have we made contact with
all those who have haemophilia within
New Zealand?

e South Africa is developing with seven
Haemophilia Comprehensive Care
Centres staffed by multidisciplinary
teams of which nurses make up the
largest group. Over the past five years
treatment for PWH has improved since
the recognition of the Haemophilia
Comprehensive Care plan by the
Department of Health. There are
however issues that seem to be beyond
the control of healthcare providers and
deaths and tragedies occur. These issues
include, but are not limited to the
following;

o Poverty

o Lack of awareness and seriousness
of the consequences of not
treating Haemophilia.

o Lack of Haemophilia expertise.

o Recognition of Haemophilia
nurses

o Poor communication — 11
languages, no phone access etc

continued next page
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What can we do to improve the Quality
of Life for members?

e Healthcare providers and the
consumer need to work together to
ensure that we are getting the best value
for our health $. This is a common
theme from people | spoke to after a
session on this issue. The majority of
health providers are under extreme
pressure to keep within their budgets
and are very conscious of the dollars
spent.

e The use of technology for
communicating with patients especially
where they are spread over a wide area
as demonstrated by the Winnipeg
Chapter of the CHF - they use Telehealth
satellite hook up with teleconferencing
anywhere in Canada. This enables
treatment and training to take place
without travel to main centres.

e What performance and
benchmarking procedures are in place
with our DHB? How do we judge the
performance of the Haemophilia centre
in NZ?2 The Italians have developed a
means of assessing performance of
haemophilia centres and they have
benefited from it and have utilised it for
a Regional Health Plan 2006-

2008.

Benefits of networking with
other countries

e Provides another
perspective on the handling of
issues that we take for granted.
The ability to freely discuss
issues with other attendees and
the sharing of information is
invaluable.

e Becomes a catalyst for
bringing people together to
discuss common issues. This
was experienced first hand
when | met a couple from
Winnipeg Canada who have an
8 yr old son with Severe
Haemophilia A with inhibitors who had
failed tolerisation.  Treatment with
Rituximab had been suggested but they
were at a loss as they did not know of
anyone who had been treated with this
drug. Our chance meeting at a drug
companies stand during a break led to
me arranging for them to meet with
Lynley and Richard over a coffee to
discuss their experience with Andrew
and his treatment. There is no doubt

that this was one occasion of
networking at the congress but there
were most likely others.

e Working together to provide
improved prospects for those with
haemophilia.  The

applicable to non scientists.

e The highlight was introducing
Lynley and Richard to a Canadian
couple whose son has similar
complications to Andrew. The
opportunity to set up

WFH role in the
sponsorship of the
Twinning program is
an example of the

his was a great
learning experience.”

a meeting after | had
a chance encounter
at a drug companies
competition | have

work being carried

out by those NMO's that are
established. NMO's can provide
support and guidance for those
countries which are in the infancy of
haemophilia diagnosis and treatment.
The Royal University Hospital
Saskatoon Saskatchewan chapter twin
was Mongolia and the initial request
was for a workshop on "homecare
management" of bleeding episodes at
home. A physiotherapist who was part
of the team presented the details of the
project. The amount of work and detail
that went into preparation for that
project was detailed including factors
such as cultural sensitivity, language
barriers and awareness of the health
System. They had to arrange language
lessons, learn about the culture and the
country.

Richard Scott meets Canadian delegate

The feedback reported after the project
had been completed was very
favourable and the experience gained
by the team members was worthwhile.

CONCLUSIONS
e Thiswasagreatlearning experience

e Some Scientific papers left me
dumbfounded and were above me — |
am not a scientist but there was still a
large number of papers presented

had an email from
the Canadian couple thanking me for
making the arrangements for them to
discuss items of mutual interest
regarding haemophilia.

e It is difficult to identify a specific
session that stood out. The most
interesting session was presented by a
number of youth from Australia, India,
Sweden and Iran looking at the youth
activities and how these were setup, the
support provided and their plans for the
future. Some of the scientific papers
presented were targeted well above the
level of the average individual. There
was a large list of papers presented and
for the individual the choice of what to
attend could at times be daunting but
those | attended were generally well
presented and well managed.

e The opportunity to attend the
2006 WHF Congress was an
experience that has engendered
new enthusiasm for the support
of Haemophilia in New
Zealand. | feel that
Haemophilia Foundation of
New Zealand and its members
can be proud in what has been
achieved. As we approach the
50" anniversary we should stand
proud and say thanks to those
who had the foresight to form
the foundation to support those
people who are affected by
Haemophilia in all its forms is
clearly defined in our Mission
statement.

Our Mission

"To Promote Excellence in
Haemophilia Care, Education, and
Support”

The attendance at WFH Congress 2006
reinforces the efforts being made to fulfil
our mission statement and from my
perspective | have learned that we are
improving the quality of life for our
members. ¢
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Lynley Scott Reports:

It is hard to believe that it has been over
one month since | had the pleasure to
attend the 2006 WFH Congress in
Vancouver. | have always wanted to
experience a World Congress

and what a wonderful
experience it was. The
sessions have always

interested me as well as the
opportunity to meet and mix

with people from other
countries who also
experience the daily life of

living with a bleeding

disorder. The expertise that is

on offer at these congresses is
outstanding, not just in the

medical field but in all areas
pertaining to Haemophilia

and bleeding disorders. An
opportunity to up skill in areas

that affect our daily life just

can't be missed. Attending

the conference reminded me

of the uniqueness of
Haemophilia conferences

where patient, family, doctor,

nurse, lab worker, social
worker, National
organisation, pharmaceutical
companies (and the list goes

on) attend together. It was a

joy to attend conference with

my husband, Richard; my

father, John; and my 6-year-

old son, Andrew. We were

fortunate enough to experience a
window of opportunity when Andrew
had a respite from his inhibitors,
following a course of Rituximab. This
enabled us to attend conference and also
experience a wonderful family holiday in
North America which had previously
been adream.

where people came from, no matter what
severity, every person had overcome
amazingobstacles in their life. And those
who did not have a bleeding disorder

Richard and Lynley Scott meet another friend

often shared amazing stories of people
who they had treated and helped too.
Probably one of the biggest things I
gained was a greater respect and
gratefulness for the amazing team of
doctors, nurses, physios, etc who care for
the Haemophilia and bleeding disorder
community here in NZ. While at times

Soaking in the &
atmosphere of over
4,000 attendees from
over 110 countries

interesting at one

ne of the best
sessions | attended
was the session on
was amazing. ltwas \/enous Access . . .”

we all may grumble
about the treatment
or what we may
perceive lack of
treatment, we are in
fact really blessed to

point to realize that

each one who attended the conference
was there for maybe a different reason but
for the same purpose, which was to
discuss Haemophilia and bleeding
disorders. One of the highlights for me
was just meeting other people and
hearing about their stories. No matter

live in a country

which firstly has
access to excellent treatment, when so
much of the world lacks adequate
treatment. Secondly the willingness of
the clinicians here in NZ to work with the
families and try novel treatments which
may not be on offer in other countries

around the world, even the more

developed ones.

Sometime it felt a bit like information
overload, especially when
some sessions were definitely
directed towards the medical
professions. ~ However no
matter what level the session
was pitched at, you always
walked out of the room with
some new information. One
of the best sessions | attended
was the session on Venous
Access, this included
discussion on Port-a-Caths,
AV Fistulas, and peripheral
access. This was particularly
of interest due to the problems
we as a family have
encountered with Andrew's
venous access. Having been
through an incredible number
of ports and struggling with
peripheral access, looking at
other options was very
interesting. | was particularly
interested in hearing the
experience of using an AV
Fistula. Thiswasdiscussed by
an Irish nurse who had 2 adult
patients who had used AV
Fistulas. While the life of the
fistula was not as long as | had
expected, it was also
interesting to hear the issues
that these men encountered

while using their AV Fistula. | would
have been very interested in hearing
more about this, particularly in the use of
these in children. The session on Port-a-
Caths was excellent in that it discussed
both the need for ports in some children
plus the complications and side affects
associated with ports. This has given me
more resolve to move Andrew to
peripheral access as soon as we are able.

| am so grateful that we were able to
attend Congress and the information that
we gained was excellent. However the
people we met, indeed reinforced how
wonderful the people are who achieve so
much in the Haemophilia community,
including patients, clinicians and
everyone who works within this
community.

i
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Mike Carnahan Reports:

HAEMOPHILIA AND AGEING
HAEMOPHILIA CENTRE DIRECTOR'S
VIEWPOINT — Alison Street,
AUSTRALIA
BALANCE DYSFUNCTION AND FALLS
RISK IN PWH — Keith Hill,
AUSTRALIA
THE IMPORTANCE OF
VASCULAR RISK FACTORS
— Bruce Sussex, CANADA
OLDER PEOPLE WITH
HAEMOPHILIA — Mike
Carnahan, NEW ZEALAND
MOVING FROM PEDIATRICS
TO GENIATRICS — Theis
Bacher, DENMARK
THE AGING PWH -
POSSIBILITIES AND
PROBLEMS — Eric
Berntorp, SWEDEN
Haemophilia 2006; 12 (Suppl.
2):
Prof Alison Street from Australia
and Mike Carnahan of New
Zealand both highlighted a new
trend — the older person with
haemophilia. The average life
expectancy for people with
haemophilia is beginning to
return to the level it was post
HIV/HCV and be close to that of
the male norm. ltis likely these
men will have not only the
challenges of living with their
haemophilia but also the
consequences of their
haemophilia which may include
HIV HCV, joint damage and
premature arthritis muscle
damage, as well as confront the
other ails of aging. These problems might
include genitourinary dysfunction,
cancer, arterial disease and
cardiovascular problems. The issues of
haemophilia and aging will also be
accompanied by declining fitness, loss of
independence,

Haemophilia centre staff often assumes
responsibility for the identification and
management of all health problems of
their patients. Even when other clinicians
are involved, patients require their
centre's involvement in the investigation
and support of many procedures such as

Mike Carnahan presents ‘Wrinkles and Old Bones’

coronary artery surgery and urological
surgery.

Keith Hill focused on the consequences
of falls. Balance dysfunction and falls
become increasingly common with age.
Recent research evidence has shown that
identifying and managing risk factors for

psychological «
symptoms, which
may be precipitated
by changes in work
such as
retirement and
altered family

e need to be
aware of the
aging issues in
early haemophilia and develop
“wellness” programs .

falls among older
people can be
effective in reducing
falls. Exercise
interventions,
particularly those
with a balance-

”

dynamics. Many
older men with
haemophilia may never have consulted
primary care physicians because of the
rarity and complexity of their disorder.

training component,
have been shown to
be effective in reducing falls in this high-
risk group. Falls appear to be a common
problem for PWH. However, there has

been virtually no research to date
evaluating falls and balance dysfunction
in PWH.

Bruce Sussex of Canada described a

number of surgical consequences such as

management of cardiovascular
interventions in PWH. A number
of successful approaches have
been described for angiograms,
angioplasty, bypass surgery and
valvular surgery. Haemophilia is
associated with an increased risk
of hypertension. This is, in part,
related to the increased risk of
renal disease. The presence of
HIV infection greatly increases
the incidence of renal
dysfunction through multiple
mechanisms, including effects of
anti-retroviral treatment, anti-
fungal treatments, and
nephrotoxic antibiotics.
Haemophilia directly increases
the risk of renal disease through
renal bleeding leading to
structural abnormalities. Renal
failure death is 50 times more
likely in a person with
haemophilia than in the general
population, but in most cases
this has been due to HIV disease.
The hypertension is an increased
risk factor not only for cardiac
disease, but also for cerebral
haemorrhage.

Very little literature has been
published about these common
problems in the older person
with haemophilia. We need to
be aware of the aging issues in
haemophilia and develop ''wellness"
programs, which are directed to the early
identification of disease as well as
preventative strategies to reduce the
physical and psychological impacts of
aging.

Haemophilia in older people is a new
and developing phenomena for some
countries - notably those who had early
introduction of and liberal access to
therapeutic products. This emerging
group of older people with haemophilia
in developed countries still contrasts with
developing countries where access to
universal care for people with
haemophilia continues to be limited.
Most NMOs have focused, on children

continued next page

PAGE 40

BLOODLINE-AUGUST2006-VOLUME33-NUMBER 3




from previous page

and youngsters as the group from which
the best social paybacks will be achieved
in treating haemophilia. But there are
other considerations such as equity in
care, rights to be as healthy as possible,
etc.

Theis Bacher from Denmark noted that
since the 1960's, the possibilities for
treatment of haemophilia has increased
tremendously, from cryoprecipitate to
freeze dried concentrates, improved
purity, home treatment and recombinant
preparations as latest developments. The
result of this improved treatment is a
remarkably better survival of people with
haemophilia. In some countries this led
to longer life expectancy and in other
countries also an improvement of life
quality. The expectancy of a longer life
was interrupted by the HIV-epidemic and
later on the recognition of hepatitis C. At
present, the life expectancy is rising
again, and this brings out new
challenges. The average age of patients
will increase over the next decades,
bringing us more and more elderly
patients. Material was presented showing
that the number of patients in the age
group above 50 years in some countries
will increase by 300%. A large
proportion of these patients will have
serious joint problems and will need
orthopaedic surgery and supporting
treatment. The increase on demand for
treatment, just by the fact that patients
will live longer, means decision makers
must take into consideration that the total
number of patients will grow. As the
younger group of haemophiliacs in
general is doing well, the haemophilia
societies must focus more on the needs of
the elderly patients.

Erik Berntorp from Malmo Sweden noted
that in the last 50 years the median
lifespan of persons with severe
haemophilia has increased from
approximately 20 years to close to that of
the general male population.
Prophylactic treatment of haemophilia
effectively reduced bleeding began early
in Sweden. In 1992 a report of twenty-
five years experience with prophylaxis in
60 PWH, contrasted strategies used by
two very similar countries, Norway (on-
demand) and Sweden (prophylaxis).
Patients treated on demand had more
surgeries, were more likely to be on full
disability leave or take early retirement
and consumed more resources to

compensate for haemophilia-related
disabilities. Data indicate that in Sweden
they have a rather healthy, aging
population of PWHs.

At present Malmo supervises 30 patients
who are 50 years of age or older and have
been on prophylaxis many years. New
questions and problems have emerged
such as when/if to stop prophylaxis,
should we apply expensive inhibitor
treatments to the very old if an inhibitor
occurs, and how do we use the modern
anti-hemostatic drugs in the presence of
cardiovascular risk or disease? Also, in
the future we will need to supplement
staff on our comprehensive care teams
with people skilled in the care of very old
patients.

VENOUS ACCESS
MANAGEMENT

THE USE OF IMPLANTABLE VENOUS
ACCESS DEVICES IN CHILDREN —
Victor Blanchette, CANADA

VENOUS ACCESS — A FAMILY
PERSPECTIVE — Liz Rizzuto, UK

ARTERIO-VENOUS FISTULAS IN
PATIENTS WITH HAEMOPHILIA —
Eadoain O'Shea, IRELAND

POKING SCHOOL 'CAUSE POKING'S
COOL"— Morna Brown, CANADA

Haemophilia 2006; 12 (Suppl. 2):

Victor Blanchette of Toronto, Canada
described how primary prophylaxis and
immune tolerance induction (ITl) have
significantly improved outcomes and
quality of life in persons with
haemophilia. However, such programs
require the frequent infusion of factor

CURRENT

include age < 6 years at the time of
CVAD placement, presence of factor
inhibitors and use of an external CVAD as
contrasted to a totally implantable device
such as a port-a-catheter. Avoidance of
catheter-related infections is facilitated
by strict adherence to aseptic technique.
The risk of silent catheter-related deep
vein thrombosis appears related to the
duration for which the catheter is in
place, with the risk increasing beyond
four years. An alternate to CVAD
placement is the creation of an
arteriovenous fistula. This approach has
been used successfully in a large
haemophilia treatment centre in ltaly.
The promotion of a strict clinic policy in
which CVADs are used in persons with
haemophilia only if peripheral venous
access is not possible, and where devices
are left in place for a short time as
possible should decrease the risk of
catheter-related complications.

A family perspective on venous access
was given from the United Kingdom.
Venous access invariably commences in
childhood and despite the potential need
or uses for an implantable device (Port-a-
Catheter) the means of delivering
replacement Factor, for the rest of their
lives because of complications in the
individual and because of complications
arising from their use, varies from
individual to individual. The impact of
regularly accessing a child's veins can
have a huge effect not only on the patient,
but also on all family member including,
parents, siblings and grandparents.
Parent and child alike sometimes find it
easier to adapt than others to the feelings
of fear, pain, restraint

concentrates and »
thus present a real
challenge for venous
access especially
when instituted in

hese devices have
proved to be a mixed
blessing, . . .”

and anxiety.

Some settle quickly
into acceptance of
regular venous

very young boys
with haemophilia. To meet this
challenge, many haemophilia treatment
centres, use a central venous access
devices (CVADs) at the start of such
programs.

These devices have proven to be a mixed
blessing, although user friendly and
capable of providing reliable venous
access, they are associated with a high
complication rate over time. Major
complications include catheter-related
infections and deep vein thrombosis
(DVT), most often silent. Established risk
factors for catheter-related infection

access while others
take longer or experience periods when
fear and anxiety return. Restraining a
child that has to have factor replacement
by venous access can be traumatic, and
both physically and emotionally
draining. Not just for the child and parent
but also for the clinicians as well. Should
the patient be sedated, distracted or
maybe even bribed with rewards for
compliance.

Central Venous Access Devices probably
should only be used if absolutely
necessary

continued next page
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Arterio-venous fistulas may be a good
alternative to consider for immune
tolerance and prophylaxis. AVF have
been shown to increase the use of home
treatment as a care option. AVF's still
have issues — stenosis, infection,
thrombosis

For many adults with haemophilia, long-
term intravenous administration using
peripheral access creates an ultimate
problem. Alternatives to the use of
peripheral veins for long-term access are
Port-a-Catheters, peripherally inserted
catheters (PICC) and arteriovenous
fistulae (AVF).

The importance of children mastering
self-infusion to create independence
from their caregivers was underscored. A
number of hospitals were running
instructional programmes to develop
competency in overall care whereas in
NZ this aspect becomes a feature of
family camp.
PROPHYLAXIS
FACTOR PROPHYLAXIS:

UNRESOLVED ISSUES — Victor
Blanchette Toronto, Canada

PROPHYLAXIS IN CHILDREN WITH
SEVERE HAEMOPHILIA — H M Van
Den Berg, Netherlands

SECONDARY PROPHYLAXIS VS.
EARLY SYNOVECTOMY — A Dunn,
USA

PROPHYLAXIS IN ADOLESCENTS AND
ADULTS — K Fuscher, Netherlands
Haemophilia 2006; 12 (Suppl. 2):

SYMPOSIUM; PROPHYLAXIS 360 VIEW
— Prasad Mathew New Mexico USA

activity on adaily basis.

In contrast haemophilia only has to look
at the health status of youngsters and
adolescence with severe haemophilia
living in countries with developed
economies to see the impact of
prophylaxis. Prophylaxis has been
shown to be effective in preventing or
reducing or slowing joint damage.
Prophylaxis can be "Primary
Prophylaxis"- continuous, long term,
commenced <2 years of age, or before
the first bleed, or "Secondary
Prophylaxis" "- continuous, long term
commenced > 2 years of age, or after the
first bleed, or "Short Term Prophylaxis"

Meanwhile the likes of the Cochrane
Report 2005 claims insufficient evidence
to support prophylaxis! A study by
Marilyn Manco-Johnson®  of joint
damage in children reported increased
consumption of factor, fewer joint
bleeds, normal joints under MRI. There
are barriers to successful prophylaxis
high level of family commitment, time
intensive, venous access. There are still
controversies associated with
prophylaxis such as when to start, the
regimen to use, access, and should
prophylaxis be stopped and of course,
cost associated with who pays. But it was
refreshing to hear the basis for using
prophylaxis is a clinical and not an
economic issue that has a good quality of
life result. It is also noticeable that the use
of primary prophylaxis has a high cost in
the first twenty or so years of life but |
have not seen a study that considers the
life-long benefits of this investment by
way of health status in older age,
enhanced educational opportunities,

Haemophilia only «
has to look at the °
health status of older
men with severe

haemophilia living nrmal [ives.”
in countries with

.- nabled patients
with haemophilia
to lead relatively

improved earnings
potential, extended
working life,
reduced welfare
costs, and avoided
health costs.

developed

economies to see the impact of untreated
haemophilia. Typically significant
damage to joints and muscles has
occurred by their second decade of life;
3-4% of this group might have normal
joints; 45% of children will be
experiencing absences from school; 27%
will be experiencing time off work; 24%
will require at least one orthopaedic
surgical intervention; each will probably
experience 15 bleeds each year; 50%
will experience restricted physical

Factor prophylaxis

offers the potential to
prevent recurrent bleeding and joint
damage in 'at risk' young boys with
severe haemophilia. Although
recommended by many haemophilia
agencies and accepted by haemophilia
treaters as 'standard care', several
questions remain unanswered,
including: (i) when should primary
prophylaxis be ideally started; (ii) what
are optimal prophylaxis regimens
(dose/frequency) both initially and

subsequently; and (iii) when, if ever,
should primary prophylaxis be
discontinued?

For individuals with preexisting joint
disease, and especially those with target
joint bleeding, the role of secondary
prophylaxis vs. other interventions such
as surgical/medical
(radioactive/chemical) synovectomy
remains to be defined. Because of the
high cost of prophylaxis programs, it is
important that clinical studies to resolve
these unanswered questions be initiated
and that they use recently developed
standardized scoring systems for
assessment of musculoskeletal disease:
the haemophilia joint health score and
the combined MRI scoring system
developed by expert working groups of
the International Prophylaxis Study
group. It is also important that other
outcome measures such as health-related
quality of life, economic analysis and
assessment of functional impairment be
included in prospective prophylaxis
studies.

The use of prophylactic therapy has
enabled patients with haemophilia to
lead relatively normal lives. Early
prophylaxis prevents bleeding and
arthropathy. However the age to start
prophylaxis is still under debate; cohort
studies have demonstrated that it is
important to start early before joint
damage has occurred. Of note, the age
that patients with severe haemophilia
start to bleed varies largely from 0.4
months up to 6 years, and over 50% of
treatment with clotting products in very
young boys is not for joint bleeds. This
suggests that it is feasible to individualize
the start of prophylaxis in boys with
severe haemophilia after their first joint
bleed with the acceptance that on an
individualized prophylaxis program,
boys with haemophilia may have some
joint bleeds. Van Den Berg reported that
70% of boys who started prophylaxis
under three years saw no joint damage
whatsoever and had a Patterson Score of
2 whereas those who started after seven
years of age had a Patterson Score of
11.5. Studies have been performed that
investigated the effect of several joint
bleeds on long-term musculoskeletal
outcome. They seem to confirm that it is
possible to wait for the first 1-2 joint
bleeds before prophylaxis is started. This

® Manco-Johnson M Blood 2005 106;3
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has the beneficial effect that prophylaxis
can be started after 2 years of age in 50%
of boys with the same long-term
outcome. Also there is less need for
central venous access devices that need
to be implanted with complete
correction of haemostasis. These periods
of intensive treatment could predispose
young boys with severe haemophiliato a
higher chance of inhibitors. 70% of
those on prophylaxis were using
peripheral veins by 3-4 years of age

Degenerative joint disease remains the
largest source of morbidity for persons
with haemophilia worldwide. The cause
of the arthropathy is multifactorial. Plain
radiographic scoring systems are useful
for more established disease but have
been insufficient to recognize early
changes. Current MRI techniques allow
better visualization of the synovium and
articular cartilage. However, newer
technology may allow detection of even
earlier cartilage changes. Multiple
treatment options have been utilized to
prevent or treat this degenerative
process. Various primary prophylaxis
regimens, if begun early enough, reduce
the incidence of arthropathy. Secondary
prophylaxis regimens have proved less
successful in that while they typically
reduce the frequency of joint bleeding
the degenerative changes continue in
many cases. Similarly, in established
joint disease, synovectomy either radio
nuclide or arthroscopic effectively
control synovial hyperplasia and reduce
bleeding frequency but have not
prevented degenerative bone and
cartilage changes. Whether secondary
prophylaxis or synovectomy slows the
progression of changes is not known.
Clearly there is a 'point of no return'
beyond which cartilage and bony
degeneration will continue even in the
absence of further hemarthrosis.

Early prophylaxis has been considered
optimal treatment for children with
severe haemophilia for the last 20-30
years in many European countries. As a
consequence we now have an
increasing population of young adults
with an excellentjoint status.

Although, most of these patients
continued prophylactic treatment and
have been encouraged to do so, some
have discontinued prophylaxis on their
own accord. A study of young adults
born 1970-1980 in Denmark and the

Netherlands, observed that 35% of
patients discontinued prophylaxis at a
median age of 21.5 years, experiencing
only three joint bleeds per year. A
previous study reported that 67% of
Dutch patients had not tried to stop
prophylaxis. Patients who permanently
stopped had a reduced treatment
requirement on prophylaxis, signifying a
milder bleeding pattern. Stopping or
tapering prophylaxis may reduce burden
for the patients, short-term clotting factor
consumption, and treatment costs.
Before encouraging our young adults to
stop prophylaxis, several issues have to
be addressed: (i) how to select patients
with a milder bleeding pattern eligible
for stopping prophylaxis in adulthood?
(ii) Can a larger proportion of adults taper
frequency and/or dose without suffering
an unacceptable increase of bleeds
during normal activities? and (iii) what
are the long term effects of slightly higher
bleeding frequencies?

Those who start prophylaxis early tend
to require more product but it was also
shown that 70% of patients had nil
Peterson joint scores when prophylaxis
was started early. This group, more
prone to bleeding perhaps are not
candidates for ceasing prophylaxis.
Conversely those who did discontinue
prophylaxis were noted to be those on
lower dose and using overall, less
product. The higher the rate of
prophylaxis the fewer the number of
bleeds which in turn leads to higher
functionality for the individual and
lower Peterson joint scores. However to
counter this desirable position are the
issues of cost, availability and family
commitment to an arduous programme
overyears.

ADVOCACY AND LOBBYING FOR
CARE

LOBBYING STRATEGIES TO
INTRODUCE, IMPROVE OR
MAINTAIN HEMOPHILIA CARE —
B O'Mahony, Ireland

LOBBYING FOR THE PROVISION OF
REPLACEMENT THERAPY — Jordan
Nedevsky, Bulgaria

LOBBYING FOR CARE IN IRAN —
Shirin Ravanbod, Iran

LOBBYING ON HEPATITIS CISSUES IN
NZ — Mike Carnahan, NZ

The objectives of a national hemophilia
organisation and of clinicians in the
introduction, improvement or

maintenance of hemophilia care on a
national level should be clearly set out in
a measured and practicable document,
supported by factual data and logical
arguments. In an ideal world, this in itself
would resultin the appropriate resources
being made available. This rarely occurs
in the absence of lobbying. Health
officials and politicians are often more
amenable to the case being promulgated
when the compelling documentation is
reinforced by concerted lobbying. This
can be direct via meetings with the
politicians and also indirectly via the
media and public opinion. The active
participation of the board and members
of the hemophilia organisation on a
planned basis can be very useful. In this
symposium, a general overview of
lobbying will be followed by
presentations on three separate lobbying
campaigns carried out by three different
national hemophilia organisations. The
countries, objectives and campaigns
were different but each campaign
demonstrates the need to understand the
political system and electoral dynamics
in the country. The importance of
planning and implementing an agreed
strategy combined with the flexibility to
take advantage of opportunity and
timing will also be emphasized.

The steps in assembling a campaign
were identified as:

e Consult with members to define
achievable objectives and outcomes

e Determine the likely resources of
money, human resource, duration.

e Assign roles along with actions and
timelines

e Understand the political and
electoral system

e Develop an educative campaign of
political representatives and the
public by

e Preparing submission to
Government by gathering all the
data; consult with other groups;
have the Board approve the
submission

e Involve key opinion makers

e Develop and maintain a media
approach, references, members
involvement

An interesting presentation described a
problem in Bulgaria when product

continued next page
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became exhausted as the end of the
contract period approached leaving the
shelves bare of product. International
opinion was enlisted to support the call
for resumption of supply. A media
campaign was run on TV and soon
became a leading item in most of the
mass media. A very successful audio spot
which touched listeners and sent a
warning message to the Minister of
Health was developed. It was produced
and aired for free by three radio stations at
the same time. The Society held a silent
street protest in front of the Ministry of
Health. Many media representatives

plasma factor IX®. It is also known that
recovery in adolescence is better than
that in adults. Recovery and half-life is
also constant over time. Dosing with
recombinant factor needs to be 1.2to 1.5
times that of plasma product. An average
dose of 40iu/kg [range 13-78iu/kg] was
spoken of. A joint bleed typically
requires a minimum of two treatments
which has been shown to resultin 90% of
haemorrages resolving.

In some States of the US the use of
prophylaxis to support participation in
competitive sport is common. New
research data challenges popular belief

about the incidence of injury in

attended. Under pressure, the health |ty
authorit took competitive sport.
. y " . Further information
responsibility and “... eople with on the controversy

promised to solve the
problem within a
short time period. An
exceptional and

haemophilia can
participate in
competitive sport
urgent delivery of following assessment, . . .”

of participation in
competitive sport is
contained under the
topic SPORTS

3% of people with

factor to meet patient
needs during the
tender procedure was arranged.

Mike Carnahan also presented on
"Lobbying on Hepatitis C issues in New
Zealand”

SYMPOSIUM ON HAEMOPHILIA B

The notes accompanying this
Symposiu® from Dr Thomas Abshire
Atlanta USA noted that people with
haemophilia B needed to have severe
and mild bleeds treated differently. It was
suggested that for severe bleeds such as
retropharyngeal hemorrhage, care
needed to be taken to keep factor levels
above 70% for one or two weeks
followed by prophylaxis for several
weeks.

It is known the factor IX recovered by the
body from an international unit of
recombinant factor IX is less than that of

haemophilia B who
are newly treated, are likely to develop a
high titre inhibitor.

To date gene transfer undertaken in
people with haemophilia B in an effort to
cure their haemophilia has not produced
startling results. Indeed improvements in
factor level have been transient.

SYMPOSIUM ON SPORTS AND
EXERCISE

| went to this symposium believing that
sport and recreation whether it be
competitive or merely recreation is
desirable but unfortunately unattainable
for the person with severe haemophilia
especially if the individual has any target
joints.

We heard of the physical and social
benefits of sport and the contribution
sport can make to quality of life. But | still

Congress Opening Ceremony

couldn't see how sport was attainable for
pwh.

Then Dr Axel Seuser described how the
issue is handled in a hemophilia clinic in
which he is involved. His experience of
the speech given to pwh " keep away
from competitive sport" rarely is
successful in his country Germany.

Firstly the condition of joints and muscles
is established. Then daily life skills are
assessed — endurance of muscle groups,
strength, coordination flexibility and
body fat. At this point a comparison
becomes possible of the individuals
physical abilities and the demands of
various sports. Knowledge of the injury
profile of various sports also becomes
valuable. Some individuals might have to
undergo conditioning to improve a
particular aspect of their physique —
such as balance — as a way of avoiding
injury.

The experience in Bonn Germany is that
pwh can participate in competitive sport
following assessment, selection of a
suitable sport and conditioning for that
sport. The individual also needs to have
minimal joint damage, have been on
prophylaxis, and have a minimum factor
level of 15% atthe point of participation.

With sport being such an integral part of
NZ life we need some studies of the
current status of pwh, their sporting
participation, factor levels being used by
their individual and probably unscientific
approach to participation, with the goal
of achieving a greater degree of sport
participation and therefore wellbeing by
pwh and utilizing this approach to
minimizing and eliminating risks.

@ Poon M C Hematology 2002 87 pp431-435
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Richard Scott Reports:

| find Haemophilia Conferences to be
invaluable in terms of education,

social involvement with the wider
haemophilia family and medical
community.

| am always sobered by the huge
disparities in care between the
developed and developing countries. |
feel disturbed and guilty by the inequity
of the high quality of care we receive and
the lack of diagnosis and or treatment for
the majority of the world. There are
plenty of visual reminders of the effects of
Haemophilia without adequate
treatment from the various limps and
state of repair of other conference
delegates. | learnt the importance of the
World Federation in addressing these
inadequacies and raising the
effectiveness of diagnosis and treatment
in developing nations. Events like the
upcoming Global Feast allow the
relatively well off nations and
Haemophilia societies like ours to be
able to contribute towards improving the
diagnosis and treatment of our wider
Haemophiliafamily.

| always enjoy meeting other families
who can share experiences that most

Andrew Scott enjoys the sites

people just don't understand. There is no
substitute for a shared journey and it was
a pleasure to meet others who we could
share our story with including the
successes and failures along the way. It is
also great to be able to listen to world
authorities on Inhibitors and other topics
of interest and see what is happening in

terms of treatment on a worldwide basis.

| enjoyed two sessions in particular one
was about the Challenges facing
Haemophilia Societies like ours, and the
other was about Progress Towards a
Cure.

The challenges facing Haemophilia
groups.

The irony is that as the quality and
efficacy of care improves there is adanger
of complacency and even a decline in
specialists or treatment centres for
Haemophilia. The quality of care needs
to be safeguarded against an eroding of
long fought for and high quality services.
There is already a worldwide trend
towards Haemophilia and oncology
being a combined specialty instead of a
specialist Haemotologist. As the patients
visit Haemophilia treatment centers less
and their care is better managed at home
we may see less Haemophilia treatment
centres. Whilst this may be ok when
things are going well we need to have the
specialized knowledge and fast access to
quality treatment when the breakthrough
or serious bleed occurs. We don't want to
return to the triage and junior doctor at
A&E.

What's new in terms of treatment?

I was most interested to hear of a longer
lasting factor product which is already
undergoing trials.

Factor that lasts for a whole week in the
blood stream so some may be able to
have once a week infusions or twice
depending on half-life variations. The
benefits of less frequent access with less
peaks and tough in factor are obvious.
After attempting tolerisation for 18
months or so | can appreciate the
difference between daily infusions and
three times a week. Once a week factor
would seem like a holiday in comparison

and | am sure there would be much lower
rates of breakthrough bleeds, port
infections, etc. The various modifications
of the factor VIII adding liposomes, and
VWEF to improve half-life and lowering
the likelihood of inhibitors were very
positive developments. | suspect we will

Andrew Scott meets Kogee

see some form of longer lasting factor in
the next 5 - 10 years and this appears to be
more promising to me than the long
awaited gene therapy "cure". Gene
therapy trials are still taking place but
there definitely wasn't as much of the
conference devoted to this option as
there has been at previous conferences.

In conclusion, it was a very worthwhile
conference and | came away with more
hope of improved treatment in the future
and avision of treatment for all.

7'y

Laureen Kelly, Mike and Cheryl Carnahan and John Cook
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