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Those of us who live in northern
climates are just beginning to experience
the warmth and energy that comes as
spring begins to appear. This year, the
anticipation of flowers beginning to
bloom and foliage reappearing helped
me to realize that right now,
in March 2015, it is a sort of
‘springtime’ for HAE. That is
because five pharmaceutical
companies are making
significant investments in
exciting next generation
medicines that hold the
promise of considerable
improvement in our quality
of life.
We are blessed with a global
community of advocates who
work diligently on education, awareness,
and access to life saving therapy.
I would like to suggest that we add
another area of focus to the list:
participation in clinical trials. As you will
read in this newsletter, there are 14
clinical trials that are currently recruiting
HAE patients. This is a remarkably large
number for such a rare disease! Clearly,
the companies sponsoring this vitally
important research are confident that the
HAEi community will once again meet
the call and enthusiastically volunteer.
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My dear friends, clinical trials pave the
path to a better future for our community
and nothing can happen until a sufficient
number of HAEi friends ask their
doctors about the availability of clinical
trials. Web links listed in the article on
clinical trials that appears in this

newsletter provide enrollment contact
information. Please take advantage of
this unique opportunity to participate
and help create a better quality of life for
yourself, your children, your
grandchildren, and future generations.
Warm regards,

Anthony J. Castaldo
President, HAEi
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Trials recruiting patients

Czech Republic, Hungary, Israel, Italy, Romania, Spain, United
Kingdom, and USA. http://clinicaltrials.gov/show/
NCT01912456

According to the International
Clinical Trials Registry Platform
under World Health Organization
(WHO) the following trials are
recruiting at the moment:

• Double-Blind, Multiple Ascending Dose Study to Assess
Safety, Tolerability and Pharmacokinetics of DX-2930 in
HAE Subjects. Recruiting in Italy, Jordan, and USA. http://
clinicaltrials.gov/show/NCT02093923

• Safety of Ruconest in 2-13 Year Old HAE Patients.
Recruiting in Germany, Israel, Italy, Macedonia, Poland, and
Romania. https://clinicaltrials.gov/ct2/show/NCT01359969

• A Study to Evaluate the Long-term Clinical Safety and
Efficacy of Subcutaneously Administered C1-esterase
Inhibitor in the Prevention of HAE. Recruiting in USA.
https://clinicaltrials.gov/ct2/show/NCT02316353

• Firazyr® Patient Registry Protocol (Icatibant Outcome
Survey - IOS). Recruiting in Austria, Brazil, Denmark, France,
Germany, Greece, Ireland, Israel, Italy, Spain, Sweden, and
United Kingdom. https://clinicaltrials.gov/ct2/show/
NCT01034969

• A Phase 2 HAE Prophylaxis Study With Recombinant
Human C1 Inhibitor. Recruiting in the Netherlands. https://
clinicaltrials.gov/ct2/show/NCT02247739
• OPuS2 - A study to assess two doses of BCX4161 in the
prevention of HAE attacks in patients over a 12 week
period. Recruiting in Switzerland, United Kingdom, and USA.
http://apps.who.int/trialsearch/Trial2.aspx?
TrialID=EUCTR2014-002655-26-GB

• Screening Protocol for Genetic Diseases of Mast Cell
Homeostasis and Activation. Recruiting in United States.
https://clinicaltrials.gov/ct2/show/NCT00852943
• 12-Week Safety and Efficacy Study of BCX4161 as an Oral
Prophylaxis Against HAE Attacks OPuS-2. Recruiting in
USA. http://clinicaltrials.gov/show/NCT02303626

This trial is not yet recruiting but will be later on in 2015:
• HAE, Neurobiology and Psychopathology. Will be
recruiting in Italy. https://clinicaltrials.gov/ct2/show/
NCT02159430

• Safety and Efficacy Study of CINRYZE for Prevention of
Angioedema Attacks in Children Ages 6-11 with HAE.
Recruiting in Argentina, Germany, Italy, Mexico, Romania,
United Kingdom, and USA. http://clinicaltrials.gov/show/
NCT02052141
• A European Post-Authorisation Observational Study Of
Patients With HAE. Recruiting in France, Germany, Spain,
and United Kingdom. http://clinicaltrials.gov/show/
NCT01541423
• C1 Inhibitor Registry in the Treatment of HAE Attacks.
Recruiting in the Netherlands. http://clinicaltrials.gov/show/
NCT01397864
• A Pharmacokinetic, Tolerability and Safety Study of
Icatibant in Children and Adolescents With HAE.
Recruiting in Argentina, Australia, Austria, Canada, Colombia,
Germany, Hungary, Israel, Italy, Spain, and USA. http://
clinicaltrials.gov/show/NCT01386658
• Study to Assess the Tolerability and Safety of Ecallantide
in Children and Adolescents With HAE. Recruiting in USA.
http://clinicaltrials.gov/show/NCT01832896
• A Study to Evaluate the Clinical Efficacy and Safety of
Subcutaneously Administered C1-esterase Inhibitor in
the Prevention of HAE. Recruiting in Australia, Canada,
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www.haeaustralasia.org.au
May 16th

Australia and New Zealand (www.haeaustralasia.org.au)
T-shirt competition: The winner of the HAE Australasia Tshirt competition is Rhianna King from Western Australia. Her
design for a T-Shirt to celebrate hae day :-) 2015 was chosen as
it reflects exactly the cure of HAE – but it also leads the
thoughts to freedom and not being restricted by a rare disorder.
The color palette combines in a very nice way the colors of
HAE Australasia and the hae day :-) colors. Wonderful work by
Rhianna King who wins a Red Balloon voucher for 150 AUD.
New competition: HAE Australasia will soon launch another
competition: Young HAEro Award - Appreciating our Young Carers and
Supportive Siblings. More to follow on the website and in the
upcoming HAEi newsletter.
2015 Patient Meeting: The next annual patient meeting will
take place 16 May 2015 at Novotel Sydney Olympic Park,
Olympic Boulevard, Sydney Olympic Park.
Canada (www.haecanada.org)
From Timothy Howe, the Executive Director of HAE Canada,
HAEi has received this:
HAE Awareness Campaign: HAE Canada has rolled out its
very first awareness campaign using social media to help raise
awareness on HAE among Canadians. The campaign began 30
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January to coincide with a member update meeting in Ottawa
and ended 6 February 2015. The week long campaign used
social media (Facebook, HAE Canada YouTube Channel and
our website) to encourage dialogue and engagement and to
motivate sharing of information posted on our Facebook page
among the HAE Community. A number of tools were created in
both English and French to support the campaign, including
patient vignettes; HAE infographic; HAE Fact Sheet; and an
Awareness News release.
Over the course of the campaign we posted 20 updates to
Facebook. These updates achieved a total of 40,339 impressions,
reaching 10,339 unique users. Our most successful post was our
first video introducing HAE. This video titled ‘What is HAE’
had a reach of 5,002 as of 9 February 2015. Reach was not the
only metric relevant to the success of our campaign. It engaged
a total of 672 users, which represents those who clicked on one
or more of our posts. Given that HAE Canada has 256
members, this metric shows that there is clearly outside interest
in HAE Canada and what we are doing.
Upcoming Patient Events: HAE Canada is inviting its
members to a patient event in Toronto, Ontario on 23 May
2015. We are pleased to announce that Dr. Stephen Betschel,
MD FRCPC has agreed to be our primary speaker. Dr. Betschel
is an Assistant Professor of Medicine and Program Director
Clinical Immunology and Allergy for the Department of
Internal Medicine at the University of Toronto Division of
Clinical Immunology and Allergy at St. Michael’s Hospital.
Information about this event and upcoming events can be found
at www.HAECanada.org.
Successful Ottawa Patient Update: HAE Canada held a
patient update event in Ottawa Ontario on 31 January 2015.
This was our very first live-webcast event, which allowed our
members to participate via the web no matter where they
resided. The event was a smashing success and the presentation
given by Dr. William Yang, MD, FRCPC, FAAAAI was a
highlight. Dr. Yang’s presentation prompted a large number of
questions from both those in attendance and those joining via
the web. The videos from this event are now up on our website
for all to see at www.HAECanada.org.
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Czech Republic (www.hae-imuno.cz)
From Iveta Maselli who is heading the HAE organization in
Czech Republic we have received this:

Japan (www.haej.org)
From Beverley Yamamoto, President of HAE Japan, we have
received this:

On 23 April the 2015 NGO Forum 2000 will take place in
Prague. It is a meaningful way to raise awareness about our
patient organization and HAE itself. Therefore, naturally we will
participate with a presentation stand. At the fair there will be an
aisle dedicated for organizations representing patients with rare
diseases, under the guidance of the Czech association of rare
diseases. Through this organization we are organized to a much
more significant group, which supports our struggle with
insurance companies, government departments and institutions
for drug registration. At the fair we will have the opportunity to
present ourselves to professionals as well as the general public,
while simultaneously informing all present about the problems
and challenges of our disease. Read more about the fair at
www.forum2000.cz/en/projects/ngomarket.

11 February 2015 we held a meeting in Osaka of core patient and
carers involved in the establishment of HAEJ. We discussed a
number of key issues including how to better divide up
responsibilities as our organisation grows and requires a higher
investment of time. We also threw around some ideas for hae
day :-) and need to decide soon which of these to implement.
Following our petition to the Ministry of Health, Labour and
Welfare for self-administration and reimbursement for this under
the Specified Disease Law in November 2014, we have had a
number of productive communications with the relevant
department. We have been able to confirm that if selfadministration and/or home-based therapy get authorization
then these will ‘automatically’ be covered under the Specified
Disease Law. This is good news indeed. We are now discussing
how to move ahead with authorization and what kind of model
for training we should aim towards. This may be harder, but we
are very optimistic at this juncture. We are working closely with
key physician members of HAEJ on this issue.

The Forum 2000 Foundation pursues the
legacy of Václav Havel by supporting the
values of democracy and respect for
human rights, assisting the development of
civil society, and encouraging religious,
cultural and ethnic tolerance.

Macedonia (www.haemacedonia.mk)
The biannual South Eastern European HAE workshop will be
held on 3 April 2015 in Skopje. The organizers have invited
participants from Serbia, Croatia, Slovenia, Montenegro, Bosnia,
Albania, Kosovo, and Bulgaria as well as prominent international
opinion makers in the field of HAE. The aim of the workshop is
to establish sustainable and applicable practice for HAE
treatment in South Eastern Europe.

Denmark, Norway and Sweden (www.haescan.org)
HAE Scandinavia will be holding the first Scandinavian
conference on 6-8 November 2015. The venue will be in
Denmark.
France (www.amsao.fr)
Patient meeting: The next patient meeting was held 14 March
2015 at Hôpital Cochin in Paris.

Spain (www.angioedema-aedaf.org)
AEDAF will hold its 17th annual meeting and general assembly
on 18 April 2015 at Hospital Universitario La Paz in Madrid.

Web forum: Do you miss a HAE forum in French? Well, search
no longer but have a look athttp://haefrance.bbactif.com.

Switzerland (www.hae-vereinigung.ch)
The 16th HAE Patient Meeting will take place 25 April 2015. In
connection with the meeting the participants will have the
possibility to visit the Paraplegiker-Zentrum in Nottwil.

Hungary (www.haenet.hu)
Self infusion workshop: 22
February 2015 was a quite special
day for the HAE patients in
Hungary: The first self-infusion
training.

United Kingdom (www.haeuk.org)
Consensus Guidelines: HAE UK is really pleased to announce
that the 2014 UK Revised Consensus Guidelines for the
Management of HAE have been accepted for publication. This
document is available online and can be downloaded from our
website. The key statements at the end of the document were
agreed to by over 90 percent of clinicians, nurses and patients
surveyed. The statements will guide you regarding the latest
agreed standards that we are all working towards.

HAE conference: The 9th C1-Inhibitor Deficiency Workshop in
Budapest is scheduled for 28-31 May 2015. The conference
focuses on bradykinin-mediated angioedemas, and particularly on
the types resulting from C1-inhibitor deficiency. The topics
covered by the four-day long event are, among others, the latest
achievements in the diagnostics of the disease, exploration of its
hereditary, pathogenetic, and clinical background as well as the
management and follow up of the patients. See more on the
conference at www.haenet2015.hu.
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Clinical trial: A new clinical trial for an oral medication to treat
HAE - Opus-2 - is planned to start enrolling in March, in Bristol
and London.

!4

www.haei.org

ISSUE 2

MARCH 2015
place 10 10 in Longbranch Park, Liverpool, New York. You can
read about and be inspired by these and other events at
www.haea.org/hae-news/hae-day/about-hae-day-2.
On YouTube: Did you know that there are a number of US
HAEA videos on YouTube? Have a look at www.youtube.com/
user/ushaea.

USA (www.haea.org)
Official opening: Since the last newsletter the by far most
important HAE news from USA has been the official opening of
the US HAEA Angioedema Center in San Diego, California. It is
a center-of-excellence offering comprehensive care for patients
with angioedema, the latest available therapeutic modalities, a full
range of patient support programs, and cutting- edge
translational research in angioedema. The center, in partnership
with US HAEA, aspires to improve the lives of angioedema
patients in the USA.

Year of the youth: The US HAEA has declared 2015 the Year
of the HAEA Youth and in support of the HAEA younger
generations the organization has announced the HAEA
Scholarship Fund. This program will provide financial support for
young HAE patients seeking to improve their lives through
academic achievement. It is available to US citizens with a
confirmed HAE diagnosis (letter from a licensed physician) who
will be enrolled in an undergraduate educational institution in the
fall of 2015. Scholarships will be awarded based on a
combination of financial need, academic effort, and individual
educational goals. Applications must be emailed no later than 23
March 2015 to HAEScholarship@gmail.com and all applicants
will be notified after 20 April 2015 regarding the results of the
selection process. See more at www.haeascholarship.org.

Large scale study: The US HAEA Angioedema Center is
initiating a large-scale project to study HAE with normal C1
inhibitor. This comprehensive project will involve careful clinical
characterization of patients suspected of having HAE with
normal C1 inhibitor, collection of biologic samples for analysis,
construction of a specific HAE with normal C1 inhibitor Registry
and Biorepository, and a multi-faceted laboratory program to
understand the molecular and genetic basis of the disease.
Further details about the project and how to participate will be
forthcoming over the next several months.

HAE film almost ready: From Natalie Metzger HAEi has
heard that the HAE documentary ‘Special Blood!’ is almost
finished. Most recently the crew has interviewed a Congressman
and followed up with several doctor experts and of course many
patients. One of the last scheduled shoots were at the official
opening of the Angioedema Center in San Diego. Updates on
screenings will be posted on www.facebook.com/
rareandpotentiallyfatal?ref=ts&fref=ts.
HAEA booth: The HAEA is always eager for the opportunity to

National Patient Summit: The US HAEA will hold a national
patient summit on 9-11 October 2015 at Denver Marriott Tech
Center in Denver, Colorado. The summit will be an opportunity
to meet new and old HAE friends in a fun, supportive
environment, learn about the latest in HAE research and
treatments, have HAE questions answered by expert HAE
physicians/scientists, speak to insurance and reimbursement
specialists, and participate in research that will be published in
medical journals.
Awareness day 2015: In 2013, the HAE community in USA
pitched in for more than 20 separate hae day :-) awareness
events and fundraisers. Also, the patient community rallied to
support the virtual fundraiser for the HAEA Benevolence Fund,
the TransPac Sailing Race. In 2014 the HAE community created
more than 30 separate hae day :-) awareness events and
fundraisers - and rallied to support the virtual fundraiser for the
HAEA Benevolence Fund, the Kili Care Climb. As for 2015 it is
never too early to start planning your hae day :-) educational
event or fundraiser.

meet physicians to increase HAE awareness and provide disease
education. Physicians at the AAAAI in February in Texas met
with HAEA Patient Services Team members at the HAEA
booth. The HAEA provided information on its programs and
resources created for both physicians and patients. Some 2000+
AAAAI attendees were also informed about the US HAEA
Angioedema Center, which is now accepting referrals and new
patients. The HAEA remains dedicated to forwarding HAE
understanding in the medical community.

Among the 2015 activities are the 3rd Annual Lyndon Brooke
Stidham Memorial Walk to Benefit the HAEA, taking place 16
May in Heritage Park, Cullman, Alabama, and the 2nd Annual
“Show Your Swell” 5K to Benefit the HAEA. This event takes
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From our National Patient Groups
Belarus (www.hereditary-angioedema.org)
The first patient/physician workshop will take place in Minsk
24-26 April.
Chile (www.angioedemahereditario.cl)
Welcome to the National Patient Group in Chile, organized by
Ms. Lorena Merino. She can be reached at aehchile@gmail.com
and +56 987680892.
Costa Rica (http://www.haei.org/node/595)
Another South American National Patient Group has seen the
light, this time in Costa Rica. The contact is Ms. Natalia Pastor
Ramirez who can be reached at azucartequeques@hotmail.com
and +506 4080 9131.
Ecuador (http://www.haei.org/map/155)
Yet another National Patient Group is in place in South America.
Mr. Edison Luis Galárraga, who is located in Quito, is the contact
person for HAE relations in Ecuador. He can be contacted at
edison.galarraga@gmail.com and +593 0969 71 55 11.
Uruguay (http://www.haei.org/map/156)
And finally one more National Patient Group to welcome to the
HAE family: Ms. Natalia Vidal in Montevideo is the HAE contact

in Uruguay. You can reach her at nataliavidal07@hotmail.com
and +598 2305 08 64.

2016 HAE Global Conference
The first steps have been taken in the planning process for the
2016 HAE Global Conference. HAEi Executive Director Henrik
Balle Boysen explains:
“We will work with ConferenceCare and Marine Travel on an
initial budget. In accordance with the Executive Committee’s
decision the venue will be somewhere in Europe - the exact place
to be launched on hae day :-) 2015. We are currently
negotiating with an airport hotel and expect to sign a contract
over the next few weeks.”
For the 2016 HAE Global Conference HAEi is planning on four
tracks - besides the General Sessions:
✦ Patient and Caregiver track;
✦ Healthcare Professional track;
✦ Nurses Educational and Networking track;
✦ HAE Youngsters track.
Dates for the conference is confirmed for 19-22 May 2016.

I am more

Patient stories from all over the world

optimistic

During December 2014 and January 2015 HAEi launched the
first six of a series of HAE patient stories from around the globe.

than I was 40
years ago

“Until now we have met patients from Australia, Brazil,
Denmark, United Kingdom, and United Arab Emirates - and in
the most recent case stories, launched just a few weeks ago - we
visit patients in Hungary and Russia”, says Steen Bjerre, the
HAEi Communications Manager.

Arianna Kitzinger

I have
been given

Further case stories are on their way to approval, expected to be
launched within the coming months. Hopefully this will bring
the number to at total of least 12 before hae day :-) 2015.

a totally
different life
Ole V. Kristensen

“Then more stories will follow and it is our aim to have some 20
patient stories literally covering the globe before the end of the
year”, says Steen Bjerre.

Never give up

All case stories can be downloaded as pdf documents at
www.haeday.org/media/962. Feel free to distribute the stories as
you see fit and help HAEi raise awareness.

- and do not
pity yourself
Rada Buhtiyarova
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four more NPG’s, this time in Chile, Costa Rica, Ecuador, and
Uruguay.
HAEi is also working on establishing NPG’s - and eventually
National Member Organizations (NMO’s) - in countries like
Venezuela, South Africa, Thailand, Singapore, Taiwan, and
South Korea.
What started with just a good handful of countries in 2004 has
now grown into a truly global umbrella organization with NMO’s
in 27 countries and NPG’s in further 17 countries.

Global Awareness Day 2016 approaching
HAEi was very excited to hold the hae day :-) in 2012, 2013, and
2014, as it provided the global organization as well as many of
the national organizations with great opportunities to raise
awareness of HAE.

No NMO or NPG in your country? Please don’t hesitate to contact
HAEi at info@haei.org and we will gladly help you through the
first steps of establishing a national HAE organization.

“On 16 May 2015 the fourth global hae day :-) will raise even
more awareness of HAE among the general public and medical
community, with the aim of creating an environment with better
care, earlier and more accurate diagnosis, and knowledge that
HAE patients can lead a healthy life”, says HAEi Executive
Director, Henrik Balle Boysen.
The 2015 hae day :-) has been initiated by HAEi – but will never
be a full success without the support of the steadily growing
number of National Member Organizations and National Patient
Groups throughout the world.
“Therefore, we would like to encourage you to participate in the
2015 version of the global hae day :-) and in order to make this
as easy as possible for you, we have put together a collection of
useful information and documents to guide you through the key
stages of an awareness campaign. We recognize that each country
will have different resources and levels of need, and therefore we
have designed the element of the toolkit so you can pick and
choose the ones appropriate for you to use.”

New HAEi website soon ready
HAEi is in the development and implementation phase for the
new website at www.haei.org – and the expectation is to launch
the English version of the website on 16 May 2015.

The 2015 hae day :-) toolkit includes items such as on overview
of aims, objectives and key messages; suggestions regarding
engagement with the media; Frequently Asked Questions;
templates for letters to members of the organization, physicians
and other rare disease or community groups as well as suggestions
on the use of social media.

From now until May there will be work done on the content for
the website as well as the translation into the six languages
currently supported. However, HAEi expects that the number of
languages will increase further in 2015.
The new platform will allow NMO’s and NPG’s to host their
country specific website in a much more elegant and user-friendly
environment under the HAEi-umbrella. This service will be
offered free of charge to the HAEi member organizations and
patient groups.

The hae day :-) toolkit has just been prepared for launch and
HAEi expects that it will be ready on the updated hae day :-)
website by the end of March. Don’t forget to have a look at
www.haeday.org when planning your hae day :-) 2015 events.

“The current ‘Online Community’ will cease from operation – as
we must conclude that nobody or at least very few actually makes
use of it. Instead we will focus more on the other social media
platforms where we have a much better impact and interaction
with the community”, says HAEi Communications Manager,
Steen Bjerre.

New and upcoming National Patient Groups
The global family of HAE organizations keeps on growing. From
September 2014 to January 2015 we added National Patient
Groups (NPG’s) in India, Kenya, and Russia - and February saw
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The HAE situation in the UK

Some adults use attenuated androgens as prophylactic treatment
and attend an Accident and Emergency Department for C1
Inhibitor or Icatibant when attacks are severe enough to require
treatment. If the patient or patient’s carer has been trained and is
in possession of C1 Inhibitor or Icatibant at home, they will
administer the treatment there. However, not all patients have
access to a centre with specialist nurses able to provide and
support home care. This means the treatment available to patients
with HAE depends on where they live in the UK and the
availability and support of home care through specialist
immunology centres with the necessary facilities.

Rachel Annals from the United Kingdom HAE organization has
provided us with an overview of the present situation in her home
country.

Not all hospitals in the UK hold stock of C1 Inhibitor, which can
cause delays in getting treatment.
HAE UK, the patient support association for people in the UK
with HAE, was established in 2010. We then became a registered
charity in 2012 and currently have over 320 members. We also
have a Facebook support group with over 240 members.
In November each year HAE UK holds it’s annual patient day.
Each event is attended by over 100 patients and family members,
as well as specialist consultants and nurses, and is held in a
different location in the UK each time to offer all patients the
chance to join us. We always receive such good feedback from
these events, especially those saying how amazing it is to meet
others with the same condition outside of the family and to listen
to their stories.

The number of C1 Inhibitor Deficiency patients in the UK is
unknown, but based on an estimated incidence of 1:50,000 for
HAE and 1:500,000 for Acquired Angioedema (AAE), there are
likely to be about 1,000 to 1,500 people.
When a patient in the UK is diagnosed with HAE they will be
given information on the condition, a treatment plan and will
learn how to recognize attacks of sufficient severity to require
treatment, as part of their individual treatment plan. Patients in
the UK are lucky to have HAE treatments centrally funded via
the NHS to treat attacks of HAE.

In December 2014, HAE UK was pleased to launch the HAE
UK Patient Information Booklet. UK Primary Immunodeficiency
Network (UKPIN) - a multidisciplinary organisation of those
caring for patients with primary immunodeficiencies - and the
Immunology & Allergy Nurses Group have endorsed this booklet.
Copies have been sent to all HAE UK members as well as known
HAE consultants and Specialist Nurses in the UK and is also
available on our website: www.haeuk.org.

In 2013 the ‘NHS England Clinical Commissioning Policy:
Treatment of acute attacks of angioedema’ was published. This
policy outlines the treatments all patients should be able to access
in the UK and applies to both adults and children.

In January 2015, with the help of HAE UK, the Revised
Consensus Guidelines for Management of HAE was published.
This document received very high-level agreement from
clinicians, nurses, patients and other stakeholders and outlines the
level of treatment we would like to aspire to. It will also guide
patients regarding the latest agreed standards.

Patients in the UK have access to Berinert, Cinryze, Ruconest
and Icatibant (Firazyr) as acute attack medication, but only
Cinryze is licensed for prophylaxis. Berinert, Cinryze and
Icatibant are all licensed for home therapy. Long-term
prophylaxis with any of these products currently requires the
patient to put in an Individual Funding Request specific to their
circumstances.

Although there are some HAE patients in the UK who are
struggling to get the best treatment, we encourage anyone who is
having difficulties to get in touch with HAE UK so we can
support them.

All severe attacks of HAE causing severe pain due to internal
abdominal swelling, or attacks threatening the airway, should be
treated at the earliest possible stage with C1 inhibitor or Icatibant.
Planned single dose prophylaxis is commonly used in the UK to
cover the risk of angioedema during dental, surgical or obstetric
procedures.

HAEI NEWSLETTER

!8

www.haei.org

ISSUE 2

MARCH 2015

Global Advocacy Work
Recent activities

Later on in April HAEi will participate in and present at the first
Belarusian and CIS HAE Workshop in Minsk, Belarus.

HAEi is invited to participate in a variety of international
meetings. This is a brief overview of some of the activities in the
recent months:

15-17 May HAEi will take part in the national HAE Australasia
meeting to be held in Sydney, Australia.
At the end of May HAEi will be represented at the 9th C1inhibitor workshop in Budapest, Hungary. This is the longest
running (the inaugural meeting took place in 1999) and most
important scientific meeting solely dedicated to HAE.

30 January-2 February HAEi attended the official opening of the
US HAEA Angioedema Center in San Diego, California, USA.
In the second half of February 2015 HAEi once again
participated at the annual meeting of American Association of
Asthma, Allergy and Immunology (AAAAI). This year’s meeting
took place in Houston, Texas, USA. It featured HAE-related
presentations by HAE physician/scientists from throughout the
world. As always, this conference provided HAEi with a unique
opportunity to interact the medical community and
representatives from industry. This year HAEi held meetings with
BioCryst Pharmaceuticals, Shire, CSL Behring, and Pharming
during which we discussed strategies to achieve our common
interest in raising awareness of HAE, improving diagnosis, and
helping patients achieve broader access to life saving medicines.
In March 2015 HAEi participated in the annual conference
“International Plasma Protein Conference – IPPC 2015”. This
time the conference was held in Rome, Italy. During the
conference, HAEi attended patient advocacy meetings sponsored
by PPUG (Plasma Protein User Group) and PLUS (Plasma
Users).

Future activities
The last few days of March HAEi will be in Manila, the
Philippines meeting with the President of the Philippine
Orphan Drug Society, the President of the Philippine Society of
Allergy and Immunology Specialists, and the Director of the
Philippine National Institutes of Health. These officials have
expressed a keen interest in helping HAEi establishing a NPG in
the Philippines as well as in other countries in the region.
Early April HAEi will participate in the first regional workshop
for the Balkan’s taking place in Skopje, Macedonia. Dr.
Grivcheva-Panovska from Macedonia is coordinating this
physician-focused workshop.
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Here are summaries of some of the HAE related scientific papers
published since our last newsletter:
Current characteristics associated with HAE attacks and
treatment: The home infusion based patient experience by R. Tachdjian et al., University of California, Los
Angeles, USA:
Retrospective data on 158 HAE patients who were enrolled in this
acute treatment program were analyzed for factors surrounding
an attack. The most likely times for patients to call for home
treatment were just before and during working hours (6:00
A.M.-5:00 P.M.). 83 percent had more than one alternate mode
of medication. Factors associated with a severe attack included an
overall severe rating of HAE attacks in the previous year, an
abdominal attack alone or a combination of peripheral and
abdominal attacks versus a peripheral attack alone, and the use of
two doses rather than one for treatment of the current attack.
One dose of ecallantide was sufficient to treat the majority of
attacks, and a second dose was needed in 23.6% of patients
experiencing a severe attack. Acute treatment paradigms for HAE
remain diverse. Understanding factors driving these decisions
could help alleviate the overall burden of this disease and help
overcome some of the challenges faced by the patients and their
caretakers and improve their quality of life. Enhanced capture
and analysis of prodromal factors in future studies should help us
further alleviate the burden of this disease. (Allergy Asthma Proc.,
March 2015)
Before and after, the impact of available on-demand
treatment for HAE - by S.C. Christiansen et al., University
of California San Diego, USA:
Patients at a United States HAE Association summit meeting
were asked to rate the burden of HAE currently and compare by
recall with 2009 when these therapies were not available. Burden
of disease showed significant improvement in all domains except
worry about children inheriting HAE. With the introduction of
newer therapies, subjects with the most severe burden of illness
improved more than those with milder burdens. However,
significant burden of illness remained. The availability of the
current treatments has substantially improved the quality of life
for HAE patients in the US, similar to a survey of Danish HAE
patients regarding the introduction of home treatment.
Nevertheless, the study shows that a substantial burden of illness
remains for HAE patients. (Allergy Asthma Proc., March 2015)
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Facilitating home-based treatment of HAE - by J.A.
Bernstein et al., University of Cincinnati Medical Center,
USA:
Recent international consensus treatment guidelines have
emphasized home-based therapy as a preferred managed strategy
whenever possible. Home-based treatment of HAE has been
shown to reduce the time to initiation of treatment, reduce the
duration and severity of attacks, and improve patients’ quality of
life. Several options are available to facilitate home treatment of
HAE. Medical staff in a primary care setting can be educated in
the care of HAE patients and can teach the technique of
parenteral drug administration. Home care agencies and specialty
pharmacies are present in most communities and specialize in
patient education. Infusion centers are skilled at working with
patients with chronic diseases who perform extensive self-care.
HAE comprehensive care clinics provide expert diagnosis and
disease management and may become the patient's primary
source of HAE care. Home-based therapy of HAE has been
shown to be safe and clinically advantageous. Various strategies
are available for equipping HAE patients to administer their
treatments outside of a medical facility. (Allergy Asthma Proc., March
2015)
Recombinant human C1 esterase inhibitor for the
treatment of HAE due to C1 inhibitor deficiency - by G.
Sabharwal et al., Penn State University, USA:
Several drugs have been developed to treat and prevent attacks in
patients suffering from HAE due to C1 inhibitor deficiency.
Plasma-derived C1INH has been used to replace the deficiency
of C1 inhibitor and has been approved for both treatment of
attacks and for prophylactic therapy to prevent attacks. Plasma
kallikrein inhibitor (ecallantide) and bradykinin receptor
antagonist (icatibant) are both effective for treatment of acute
attacks, but their short half-life limits the use for prophylaxis.
Androgens, in particular danazol, are effective for long-term
prophylaxis, but adverse event profile can limit its use.
Recombinant C1 inhibitor derived from transgenic rabbits has
recently been approved for use in treatment of C1-INH-HAE
attacks and is effective and appears safe with minimal adverse
event profile. (Expert Rev Clin Immunol., March 2015)
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Bradykinin-mediated angioedema: factors associated
with admission to an intensive care unit, a multicenter
study - by N. Javaud, Reference Center for Angioedema
(CRéAk), Paris, France et al.:
Upper airway involvement is an independent risk factor for ICU
admission. Corticosteroid use, which is an ineffective treatment,
and C1-inhibitor concentrate use are factors for ICU admission.
The presence of upper airway involvement should be a warning
signal that the attack may be severe. (Eur J Emerg Med., February
2015)
Critical appraisal of androgen use in HAE: A systematic
review - by M.A. Riedl, University of California, San Diego,
USA:
Androgen therapy may be effective for most patients with HAE;
however, potential risks and adverse effects must be carefully
considered and discussed with patients when considering options
for long-term HAE prophylaxis. (Ann Allergy Asthma Immunol.,
February 2015)
Recombinant Human-C1 Inhibitor is Effective and Safe
for Repeat HAE Attacks - by H.H. Li, Institute for Asthma
and Allergy, Chevy Chase, USA et al.:
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A single 50-IU/kg dose rhC1INH was effective for improving
symptoms of an HAE attack with sustained efficacy for treatment
of subsequent attacks. rhC1INH had a positive safety profile
throughout the study, supporting repeated use of rhC1INH over
time in patients with HAE attacks. (J Allergy Clin Immunol Pract.
February 2015)
Recombinant Human-C1 HAE and lupus: A French
retrospective study and literature review - by I. Gallais
Sérézal, Karolinska Institute, Stockholm, Sweden et al.:
HAE can be associated with some inflammatory and autoimmune
disorders, particularly lupus. Data were collected from 6 patients
with type 1 HAE and lupus in France. In the literature review, 32
cases of lupus combined with HAE were identified. Treatment
with danazol did not modify the clinical expression of lupus. The
association between lupus and HAE is a rare but not
unanticipated event. Patients are often symptomatic for HAE
before developing lupus. Lupus cases associated with HAE share
some characteristics of lupus cases related to other complement
deficiencies, such as the absence of severity and the
predominance of cutaneous symptoms. (Autoimmun Rev.. February
2015)
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11 February 2015
Nottingham University Hospitals has recruited
the first patient in Europe to take part in a trial to
help sufferers of a rare type of severe facial swelling.
Researchers from the Emergency Department at the Queen's
Medical Centre are conducting the trial to test the effectiveness of
a drug called Icatibant to treat a condition called angioedema,
which can be caused by Angiotensin Converting Enzyme
Inhibitors (ACE-I), a class of drug commonly used to treat high
blood pressure. Angioedema is a rare side effect that can cause
severe facial and tongue swelling, as well as difficulty swallowing
or breathing. Conventional allergy treatments are relatively
ineffective for this condition.
The trial, which is sponsored by Shire, is being conducted by the
Department for Research and Education in Emergency and
Acute Medicine and Major Trauma (DREEAM). Patients who
consent to take part are randomised to be given either the active
drug Icatibant or placebo, in addition to conventional supportive
treatments, as soon as they arrive in ED. Icatibant is currently
used to treat a hereditary form of angioedema but its use for
ACE-I induced angioedema is still not widely known.
Lorna Swift, 67, from Long Eaton was the first patient to take
part in the study. She came in to hospital after suffering a severe
allergic reaction to medication called Perindopril which she has
been taking since having a stroke 16 months ago. She said it was
great to be part of the research.
She said: “This research sounds very interesting and I'm sure it
will go on to help many people. I would urge anyone who is
offered the chance to take part in research to say yes. It's just so
important. If it wasn't for research where would we be? You're
not just doing it for you, you're doing it for your children and your
children's children. Medicine can't keep advancing unless people
are prepared to help.”
Frank Coffey, Consultant in Emergency Medicine at Nottingham
University Hospitals and Director of DREEAM, said: “We are
very happy to have recruited the first patient in Europe to this
trial. This achievement, which helps to put us on the emergency
medicine research map, is testament to the skills of the teams in
the hospital research department and in DREEAM. It requires
excellent team-working to bring such a trial to fruition. We are
running a number of studies in ED and in Critical Care and are
pleased that our partnership with patients like Mrs Swift is
allowing us, as a major centre, to contribute to advancements in
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medical knowledge and care.” (Source: Nottingham University
Hospitals & Shire)
19 February 2015
Pharming Group has developed Ruconest
- a recombinant protein drug for the
treatment of HAE which was approved in July 2014 by the FDA
for the treatment of HAE attacks and recorded its first US sales in
November 2014. Ruconest is also commercialized in Europe since
2010.
Ruconest - partnered with Salix in North America - is currently in
a phase 2b trial in the US for preventive (prophylactic) treatment
of HAE, an extension on Ruconest’s FDA-approved indication of
HAE attack treatment. Pharming and Salix have also stated their
intention to start in 2015 a phase 2 trial of Ruconest for the
treatment of acute pancreatitis, a potentially deadly inflammation
leading to more than 300.000 hospital admissions in the US each
year - a high burden disease with a therapeutic need currently
unmet.
Total market size for HAE treatments from actual product sales is
estimated to come close to 800 million USD per year in the US
alone - 400 million USD for HAE acute attack treatment and 400
million USD for prophylactic HAE treatment with only a few
competitors on the market.
With an effective start of Ruconest sales in the US in 4Q-2014,
Pharming seems ready to see royalty revenue streams improve
considerably in the coming years, yet the company’s valuation has
been declining since US approval of Ruconest - creating an
interesting buying opportunity for investors seeking high growth,
long-term stocks.
Ruconest is a recombinant human C1 esterase inhibitor and it is
the first of Pharming’s products to be approved and sold in the
US. The drug is partnered for marketing and distribution with
Salix in the US, and has been distributed since 2010 in Europe where it has regulatory exclusivity until the end of 2025 - by
Swedish Orphan Biovitrum (SOBI). Following FDA approval in
July 2014, the drug is now being sold effectively in the US since
November 2014. Ruconest is approved for the treatment of
angioedema attacks in patients with HAE.
Pharming’s territorial views for Ruconest sales extend well beyond
Europe and US markets and the company has already concluded
a number of specific partnering deals targeting China, South
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Korea, South Asian countries and Turkey among others. The
exact regulatory progression of Ruconest’s marketing in each of
these countries is hard to determine precisely - Pharming itself
has only limited information as all regulatory details are dealt
with by partners - but in the long term, all of these opportunities
could accrue to generate steady revenue streams for Pharming.
(Source: seekingalpha.com)
23 February 2015
Shire plc announces its support of Rare Disease
Day 2015 by calling for improvements in the
journey to diagnosis for those living with a rare disease. Under a
new educational initiative, “Diagnosis Doesn’t Have to be Rare”,
Shire is launching a series of educational materials for Rare
Disease Day, highlighting the often challenging rare disease
diagnosis journey many patients face. The materials aim to help
raise awareness of rare diseases, as knowledge and information
are critical to early diagnosis and play a major role in empowering
patients and their families.
The theme for this year’s Rare Disease Day, ‘Living with a Rare
Disease’, acknowledges that developing and facilitating access to
diagnostics and treatments could change the day-to-day reality for
someone with a rare disease. Rare Disease Day takes place
annually on the last day of February, and is coordinated at the
international level by the European Organisation for Rare
Diseases (EURORDIS) and by National Alliances and Patient
Organizations at the national level.
Many people with a rare disease continue to experience low
quality of life and high levels of disability. Surveys have shown
that it may take several years (on average five years) before
patients with a rare disease receive the right diagnosis, with visits
to different physicians and possible misdiagnoses along the way.
“Rare Disease Day is symbolic in the solidarity it brings to
everyone with an interest in helping those with rare diseases,” said
Emmanuel Dulac, Head of the Rare Diseases Business Unit at
Shire. “At Shire, we believe in the importance of raising
awareness of the barriers to diagnosis in an effort to improve this
challenged pathway, which is why we’re launching our
educational initiative today. Shire believes the pathway to improve
diagnosis can only be achieved by all stakeholders joining together
to find solutions to help ensure accurate diagnosis of rare diseases
at an early stage.”
There is limited public, patient and physician knowledge of
the signs and symptoms to look out for, due to the vast
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number of rare diseases as a whole (approximately 7,000
identified), and the rarity of those diseases individually.
Physicians may only come across some of these rare
conditions once (if at all) in the duration of their careers.
How long the diagnosis takes often depends on whether a
physician has seen the rare disease before. Rare diseases can
often hide behind the symptoms of more common illnesses,
which can make diagnosis extremely challenging and often
lead to misdiagnosis. Misdiagnosis can force patients to see
multiple doctors, take multiple tests and treatments, and lead
to unnecessary hospital visits. The longer it takes to receive a
diagnosis, the more physicians a patient and their family must
see.
Shire is committing to helping raise awareness of rare
diseases, including the diagnosis challenges, and
implementing initiatives to support an improved diagnosis
journey. Shire will continue to introduce these new initiatives
under the “Diagnosis Doesn’t Have to be Rare” campaign
umbrella throughout 2015, with activities in partnership with
the rare disease community directly aimed at improving the
diagnosis journey. To view the diagnosis journey educational
materials, and keep up to date on new initiatives, visit:
www.Shire.com/RareDiagnosis. (Source: Shire plc.)
26 February 2015
Isis Pharmaceuticals, Inc. announces
positive results from a Phase 1 study with ISISPKKRx. In this study, healthy volunteers
treated with ISIS-PKKRx achieved dose-dependent reductions of
up to 95 percent in prekallikrein, or PKK. ISIS-PKKRx is a
RNA-targeted antisense drug designed to inhibit the production
of PKK for the prophylactic treatment of HAE.
“Despite currently available prophylactic therapies, we believe
that there remains a significant need for patients with HAE. PKK
is a protein produced in the liver that plays an important role in
the activation of inflammatory mediators associated with acute
attacks of HAE. Since the inappropriate activation of PKK leads
to HAE, these data could be predictive of the potential benefit we
hope to see in patients with HAE,” said Brett Monia, Ph.D.,
senior vice president of antisense drug discovery at Isis
Pharmaceuticals. “We are very encouraged with these early
clinical data demonstrating that ISIS-PKKRx can significantly
and dose-dependently lower its target, PKK. In addition to the
robust PKK lowering we observed in this study, ISIS-PKKRx was
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well tolerated and the safety profile observed to date supports our
plan to evaluate ISIS-PKKRx as prophylaxis for patients who
suffer from HAE attacks. We plan to evaluate ISIS-PKKRx as
prophylaxis for patients who suffer from HAE attacks. We plan to
initiate a Phase 2 study later this year.”
The Phase 1 study of ISIS-PKKRx was a blinded, placebocontrolled, dose-escalation study in healthy volunteers. The study
was designed to assess the safety, tolerability and
pharmacokinetics of ISIS-PKKRx. ISIS-PKKRx was evaluated
in single and multiple doses ranging from 50 mg per week up to
400 mg per week for the single dose and 100 mg up to 400 mg for
the multiple doses. After only 3 weeks of dosing, subjects in the
100, 200, 300 and 400 mg multiple-dose cohorts displayed a
mean reduction of PKK of 33, 69, 87 and 92 percent,
respectively, from baseline. In this study, ISIS-PKKRx was
generally well tolerated.
“ISIS-PKKRx is a new addition to our severe and rare disease
franchise, and one that we plan to develop into later-stage clinical
studies on our own. We have the internal resources and
capabilities to easily and rapidly move this program forward in
patients with HAE,” said B. Lynne Parshall, chief operating
officer at Isis Pharmaceuticals. "ISIS-PKKRx is also a product of
our improved second generation, or generation 2-plus,
technology, which enables us to consistently develop more potent
and better tolerated drugs.” (Source: ISIS Pharmaceuticals, Inc.)
6 March 2015
OPuS-2 is an 12 week study of
BCX4161, an oral kallikrein inhibitor
being studied for prevention of HAE attacks in patients with
Type I and II HAE. This study is currently open to enrolling
patients in the US, UK, and Germany, with planned clinical trial
locations in Belgium, Canada, Hungary, Italy and France.
If you are interested in learning more about the study, please see
https://clinicaltrials.gov/ct2/show/NCT02303626?
term=BCX4161&rank=3 and contact HAEi or your country’s
HAE patient organization representative. (Source BioCryst
Pharmaceuticals Inc.)
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HAEi around the globe
HAEi is a global network organization
dedicated to raising awareness of C1
inhibitor deficiencies around the world.
Our National Member Organizations
(NMO) are independent associations
working for the benefit of patients in the
specific country. Currently we have
NMO's in 27 countries:
• Asia: Japan
• Australia: Australia, New Zealand
• Europe: Austria, Belgium, Czech
Republic, Denmark, Finland, France,
Germany, Hungary, Israel, Italy,
Macedonia, Norway, Poland, Portugal,
Spain, Sweden, Switzerland, The
Netherlands, United Kingdom
• North America: Canada, Mexico,
USA
• South America: Argentina, Brazil
Our National Patient Groups (NPG)
are HAE patient representatives in
countries where no formal association has
yet been founded or where the process of

founding an association is starting up.
Presently we have NPG's in 17 countries:
• Africa: Kenya
• Asia: China, India, Malaysia, Russia,
United Arab Emirates
• Europe: Belarus, Bulgaria, Croatia,
Ireland, Romania, Slovenia, Ukraine
• South America: Chile, Costa Rica,
Equador, Uruguay
You will find much more information on
the HAEi representations around the
globe at www.haei.org. For instance,
under each of the countries there is
contact data for the national
organization/group, information on care
centers, hospitals, physicians, trial centers,
and pharmaceutical companies as well as
a list of available medication in the
specific country.
The information on www.haei.org is being
updated as soon as we receive fresh data
from the NMO’s or NPG’s.
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Your feedback is very
welcome
Please let us know what you believe
should be included in future newsletters.
You can do that by providing feedback to
Executive Director Henrik Balle Boysen
or Communications Manager Steen
Bjerre. In addition, we invite you to

HAEi is a global non-profit
umbrella organization dedicated
to working with its network of
national HAE patient organizations to raise awareness of HAE.

submit articles on any topics that you
believe would be of interest to other
readers. We look forward to your
comments and working with you on
future newsletters.
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