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Editor’'s Letter

Welcome to our Summer 2008 edition.

Well the awareness campaign eventually got off the
ground after one or two delays. These delays, although
unfortunate, allowed us the time to gather valuable
support from the likes of Irish Society of Rheumatology,
Arthritis Ireland, Irish Society of Chartered
Physiotherapists and Irish Rheumatology Health
Professionals Society.

Having the support of these organisations is crucial for
the success of campaigns like this. We will not know
how successful the campaign has been for a while yet
but we will look to update you with any information that
is forthcoming. If it is successful we may look to make it
an annual event.

So far we have had quite a number of emails and phons
calls generated by the media coverage and re-launched
website. We have also had quite a lot of people sign-up
for the newsletter via email.

Although it will take a while to see the full effect what
can say is that we have certainly reached people that w
had not reached before. This was one of our main aims
as each year we organised our 3 information meetings
around the country it became obvious that there was a |
need for a better distribution of the information we had.
Another aim was to ensure that the conversations abou
AS that needed to take place also happen. They apped
to have begun now.....
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In our last edition we gave you details of 2 studies..Prof
Monika @stensen study is an international one and will
take time to complete.

The psychology-related study by Orla Sheehan is an
Irish-based study and has recently produced a report.
Unfortunately, out of the 170 questionnaires issued we
only had 56 returned (apologies if receiving phone call
reminders from us caused any inconvenience). This
meant that there was not enough data to complete an
informed study. There needed to be 80-100 respondents.
The solution was to quickly get another category of
rheumatic patient involved, Rheumatoid Arthritis, and
change the study objective to;

Study the acceptance of illness, quality of life and anger
& irritability in patients with AS & RAExplore any

gender and illness differences (between AS anchaR&\)
their perceived quality of life

Once we have had time to review the report from the
study we will publish excerpts from it.

n
email when you receive it.
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We will continue to post Newsletters to

those of you that we have postal & email
addresses for over the next few editions.

However, next year we will stop issuing paper copies of
the newsletter to those with an email unless you
specifically ask for the paper copy.

eMail'd Newsletters

This is the first Newsletter that we
will distribute electronically. We
would appreciate an acknowledging
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Major genetic breakthrough
‘ « for ankylosing spondylitis
= A brings treatment hope

= Prepared by Jane Skerrett (NASS) from a media
release by the Wellcome Trust, London in
October 2007 and published in the Spring 2008
newsletter of ASIF.

Research funded by the Wellcome Trust, and the
Arthritis Research Campaign, the major arthritis
research charity in the UK, has identified two genes
implicated in the disease ankylosing spondylitis. The
research, published Mature Geneticssuggests that a
treatment currently being trialled for Crohn's disease
may also be applied to this disease.

Using a technique known as genome-wide association
scanning, researchers led by Professors LARDON
(Wellcome Trust Centre for Human Genetics,
Headington, UK), Matthew BowN (Centre for
Immunology and Cancer Research, Woolloongabba,
Australia) and Paul WRDSWORTH(Wellcome Trust
Centre for Human Genetics, University of Oxford) have
analysed DNA samples from 1000 patients with
ankylosing spondylitis and a further 1500 people
unaffected by the disease in search of genetic mutation
which, if present, increase a person's risk of developing
the disease. The findings from this study were then
confirmed by a team at the University of Texas
(Houston) led by Professor JOhB\RILLE.

"Ankylosing spondylitis is a painful and often very
disabling disease," says Professor Brown. "Yet, our
understanding of the causes of the disease, and hence
our ability to treat it effectively, is relatively pabr

The researchers have identified two genes, ARTS1 and
IL23R, which increase the risk of developing the
disease.

Together with the genetic variant HLA-B27, this takes
the number of genes definitely known to be involved in
the disease to three. A person carrying all three variant
would be expected to have a one in four chance of
developing the disease.

The IL23R gene plays a role in the immune response td
infection, providing instructions for making a receptor
present on the surface of several types of immune
system cells. The receptor is involved in triggering
certain chemical signals inside the cell that promote
inflammation and help coordinate the immune system's
response to infection. It is already recognised asmdayi
a role in a number of autoimmune diseases, such as
Crohn's disease (a type of inflammatory bowel disease)
and psoriasis (a skin disease).

Ankylosing spondylitis, Crohn's disease and psoriasis
are known to often occur together, and this genetic
finding goes a long way to explain why.

Professor Brown believes that the unexpected
involvement of IL23R in ankylosing spondylitis
provides a major step towards being able to treat the
disease.
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"We already know that IL23R is involved in
inflammation, but no one had ever thought it was
involved in ankylosing spondylitis," says Professor
Brown. "A treatment for Crohn's disease that inhibits

the activity of this gene is already undergoing human
trials. This looks very promising as a potential treatment
for ankylosing spondylitis.”

Scientists have known that there is a genetic component
to ankylosing spondylitis for 37 years, since the
discovery of the gene HLA-B27. However, how this
gene led to disease is not known. Professor Brown
believes that the gene ARTS1 may hold the answer.

A protein created by the HLA-B27 gene takes fragments
of pathogens and displays them on the outside of
immune cells.

These fragments then trigger the immune system to fight
against the pathogen. ARTSL1 is involved in breaking up
the pathogen into "bite-size chunks" that can be
displayed by HLA-B27.

"This strongly suggests that in ankylosing spondyflitis,
there are problems with the information that the HLA-
B27 protein receives, thereby causing the diseasgs
Professor Brown.

Scientists believe that ankylosing spondylitis may be
triggered in genetically-susceptible people by bacteria
commonly found in the gut. Why this should be the case
is unclear, but it is hoped that the new genetic
discoveries will help answer this question.

"These findings are very exciting and show the value of
exploring the genetics of disease," says Dr Mark
Walport, Director of the Wellcome Trust. "It usually
takes many years between genetic discoveries and new
treatments for disease.

In this case the two genes discovered to be associated
with ankylosing spondylitis provide striking insights

into the mechanisms of the disease and offer a possible
new pathway for treatment."

The study is a collaboration between the Wellcome
Trust Case Control Consortium and the Australo-Anglo-
American Spondylitis Consortium funded by the

National Institute of Arthritis and Musculoskeletal and
Skin Diseases.

"These genetic studies involve large patient samples and
require expertise over a wide range of scientific
specialities", says Professor Cardon. "Bringing together
these two consortia was the final key that enabled these
exciting discoveries."

Recruitment and collection of samples of patients
with ankylosing spondylitis in the UK was assisted by
the National Ankylosing Spondylitis Society
(NASS).

This media release was prepared by the
Wellcome Trust, London in October 2007 and
is used with their kind permission.

The Wellcome Trust is the largest charity in
the UK and funds innovative biomedical
research in the UK and internationally.




ASIF & ASAS &
EULAR: Historic

4] Meeting in Zurich

From an article by ASIF Vice
President Ernst Feldtkeller (Germany)
and ASIF Secretary Ken Mulholland
(Canada) and published in the Spring
2008 newsletter of ASIF.

For the first time, representatives of ASIF, AS@ise
Assessment of SpondyloArthritis international Sigyend
other patients with AS from 10 countries met famoanmon
workshop. This unique gathering in February 2008 imathe
offices of EULAR(European League against Rheumatigm)
Zurich, Switzerland.

ASAS/EULAR recommendations for the

management of AS

The purpose of the meeting was to assess andatarise
ASAS/EULAR recommendations for management of(8&:
table below)rom medical language into a “patient-friendly”
language. The existing recommendations, mainlyctickto
doctors, were published in 2006 after extensivearesh
involving 1,507 rheumatologists in 10 countries. No
systematic attempt had been made to discuss the
recommendations with patients who were sufferiognfthe
disease.

Involvement of ASIF

In the Spring of 2007 the ASAS secretary, Dr. JiirBeaun,
invited ASIF to assist ASAS with the further implentation

of the recommendations by a common translatiorgept
involving AS patients together with the experts.IA®as
pleased to be given this unique opportunity.

ASIF Secretary, Ken Mulholland, from ti@anadian
Spondylitis Associatiowith Dr. Walter Aksymowych and Dr.
Rob Inman from th&pondyloarthritis Research Consortium
of Canadapresented the project at a patient forum where AS
patients could provide their input.

Similar exercises were conducted by ASIF Vice Ried, Dr.
Ernst Feldtkeller, with questionnaires distribugedh delegate
meeting of the German AS organisation (DVMB), amg t
2007 ASIF Council meeting.

The workshop
In cooperation with EULAR, Dr. Jurgen Braun invita&
patient members from ASIF societies along with oth®
patients to attend a 2-day workshop in Zirich tmplete the
process.
In her opening remarks, ASAS President Dr. Désitéie Der
Heijde described ASAS and their goals:
The creation of a core set of outcome measures for AS,
Validation of the outcome measures,
Criteria for the response to medical therapies,
Remission criteria,
Recommendations for the use of TNF blockers,
Recommendations for the management of AS,

Each project is subject to very strict standard-aiieg
protocols including global peer review. All resdafimdings
are strictly “evidence-based” in order to removbjsative
opinion.

The instructions were that all 10 recommendatioosld/be
reviewed with the objective of arriving at a firfphtient-
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friendly” version. We were instructed that changaighe
recommendations’ was not allowed.

Beginning with the original “experts’ version” anding the
Canadian “patient version” as a starting point,greup
proceeded to discuss each recommendation. Theraavas
shortage of opinions on the recommendations asdrime
cases there was much discussion on possible immpents to
them.

We were allowed to suggest clarifications to soffrie
wording, and notes were taken in a “wish list” pmssible
inclusion in an updated version due in 2009. Atsthis
“wish list” only evidence-based proposals (approweltdrge
trials) were accepted.

Detailed proposals for physiotherapy, patient etianand
concerning the contributions of patient organizagiavere not
accepted.

At the end of the day we were able to agree offirlaé
package of patient friendly recommendations whith.ER
will publish after approval by ASAS.

ASIF and all other patient representatives weraged and
encouraged that this first international meetingxgerts and
patients working together will lead to future cbkaation.
The end result will be of advantage for patienthwi
spondyloarthritis.

The following is a summary of these recommendatiofs.

1. The treatment of AS should be tailored accordingneocurrent
localisation of the disease (back symptoms, aishintjoints of the
arms or legs, inflammation of a tendinous insejtiamd the level of
activity of the disease, including the level ofrpand disability.

2. The monitoring of the AS patients should be decidedn an
individual basis and include the patients histting doctor’s
examination of the patient, laboratory tests, X-wajn the future
very likely MRI imaging.

3. Optimal management of AS requires a combinatiomedicine
and other treatment, not based on drugs.

4. The management of AS should include patient edoicatnd
regular exercise. Physiotherapy on an individuaida or better as
group therapy — should be considered. Patient ed&nts and self-
help groups may be useful.

5. NSAIDs (Non-Steroidal Anti-Inflammatory Drugs) are
recommended as the first choice of medicine fopagents with
pain and stiffness. In patients with an increasgdaf stomach
problems (gastrointestinal ulcer), a gastro protecgent should be
added, or a selective COX-2 inhibitor could be used.

Selective COX-2 inhibitors carry a smaller risk fatients with
stomach trouble, but a higher risk for patienthwaardiovascular
disease than do NSAIDs. This has to be taken ictownt when the
choice between the drugs is made.

6. Pain-killing drugs, such as paracetamol and opjaidght be
considered for pain control in patients in whom NI3&\are
insufficient, contraindicated, and/or poorly toke

7. Corticosteroid injections may be given in joints amdendinous
insertion when there is local inflammation. Thes@o proof that
corticosteroids (for example prednisolon) givemiguth is
beneficial for pain and stiffness of the back ardkn

8. There is no evidence that sulfasalazine or metkateeare
beneficial for the AS back. Sulfasalazine can suer arthritis in
the joints of arms and legs.

9. Anti-TNF-alpha treatment should be given to pasenith
persistently high activity of the disease despiteventional
treatments. (ASAS has published separate guidelanemti-TNF-
alpha treatment in AS).

10. Patients with ankylosing spondylitis might havehdtis in a hip
joint or osteoarthrosis as a result of previoubréis. For patients
with much pain or disability due to damage to ajbipt (shown on
X-ray), a joint replacement should be considergin&surgery — for
example correction of a very bent back — may beabfe in selected
patients.
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“Insidious Onset”?

From an article by ASIF Vice President Prof. Dr. Erngteldtkeller
(Germany) and published in the Spring 2008 newsetbf ASIF

In 1977 Andrei GLIN et al. from the Royal National
Hospital for Rheumatic Diseases in Bath (UK) asked
patients with ankylosing spondylitis and other persons
to answer a questionnaire with 17 questions as they
normally are asked to patients visiting a doctor because
of back pain. Dr. Calin and his co-workers found that
inflammatory back pain as occurring in ankylosing
spondylitis may be well distinguished from non-
inflammatory chronic back pain with the help of 5 of
these questions. The resulting diagnostic criteria for
back pain of inflammatory typg@able 1)have
meanwhile become an essential part of some sets of
criteria for ankylosing spondylitis and other
spondyloarthritides: the criteria for ankylosing
spondylitis proposed by W. M et al in 1985, the
ESSG criteria for the spondyloarthritides of 1991, and
the diagnostic algorithm proposed by MUIRVALEIT

and J. &Perfrom Berlin in 2003.

Table 1: Criteria for back pain of inflammatory type
proposed by @LiNet al in 1977

Onset at an age less than 40 years,
Insidious onset,

Duration of at least 3 months,
Association with morning stiffness,
Improvement with exercise.

Low back pain is regarded as being of inflammatory
type if at least 4 of these 5 criteria are fulfilled.

| was always astonished about the criteriunsitiious

onset because for myself the pain which turned out 11
years later to be the onset of ankylosing
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Suddenly occurring pain is thus more frequently of
non-inflammatory origin, however not at all seldom
also in the initial stage of ankylosing spondylitis.
RUDWALEIT et al. investigated therefore again which
combination of findings is suited best to distinguish
inflammatory back pain from chronic back pain of non-
inflammatory origin. They recommend the criteria
shown in Table 2.

Table 2: The 4 most meaningful criteria for
distinguishing back pain associated with ankylosing
spondylitis from back pain of non-inflammatory origin, &ft
RupwaALEITet al. 2006

D

» Morning stiffness of more than 30 minutes duration

* Improvement in back pain with exercise not with rest
* Awakening because of back pain during the second
half of the night only

« Alternating buttock pain

Inflammatory back pain is present if at least 2 of the
4 parameters are present

They found that thepecificity(the percentage with the
criteriaon not fulfilled among individuals without the
disease) of these criteria for ankylosing spondylitis is
81% if one requests that two of these four criterigtmu
be fulfilled. This means that only 19% of the patients
with non-inflammatory chronic back pain likewise fulfil
two of these criteria.

If one requests that three of the four criteria must be
fulfilled, the specificityfor ankylosing spondylitis is
even 97%, resulting in a very high probability of
ankylosing spondylitis if 3 criteria are fulfilled.

spondylitis, occurred suddenly in the afternoon of 5%

- ‘I::I
23 June 1948 on the way back from a walk =

Back pain in ankvlasing apandulitis

rnm:hanlr_aln.l causgd bhack pain

together with my parents, brothers and sisters & m

| was therefore always insecure whether | shoul£ T55,
really translatéinsidious” for our German -

& M
guidebook for patients with AS by a word with £ 55
the meaning ofiradual (slowly) E i
| was therefore down-right delighted when 2  B%—

N N E

Martin RUDWALEIT, Jochen &PER, Jlrgen %
BRAUN (winners of the research prize of our

German ankylosing spondylitis patient

organisation) and other researchers mentioned in

the publication on an extended study of 2006 that also
in 24% of the patients with ankylosing spondylitis back
pain occurred suddenly (within one hour). On the other
side, they found that also in 33% of the patients with
chronic back pain of non-inflammatory origin (for
instance a herniated disc) the onset was insidious
(within @ month or even moréffigure 1)

1 heiiF

1 ey 1 wask 1 manth

Onsed of back pain within ,,

1 y=Ar

Figure 1: Suddenly occurring back pain is especially
frequent of non-inflammatory origin, however also not
at all seldom in the initial stage of ankylosing
spondylitis.

Source: M. Rudwaleit, Seminar Rheuma-Update 2007
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Why frequent in some
countries and seldom in
others?

From an article by by Prof. Dr. Alessandro Mathieu drDr.
Alberto Cauli, rheumatologists at the University Gagliari, and
Dr. Maria Teresa Fiorillo and Dr. Rosa Sorrentindjiologists at
the university “La Sapienza”, Rome, Italy and publfied in the
Spring 2008 newsletter of ASIF

The hereditary factor HLA-B27 essentially influences
the predisposition for ankylosing spondylitis. A striking
feature of its geographic distribution is that its
frequency is lowest (0%) near the equator and highest
(40%) in arctic and furthest north populatighgyure

1A). This supports the suggestion that the distribution o
the various HLA alleles in general, and HLA-B27 in
particular, is a result of natural selection under diffgr
environmental conditions.

It has been shown that several viral diseases (AIDS,
hepatitis C, influenza) are less frequent in individuals
positive for HLA-B27. Although a high frequency of
HLA-B27 in some areas may indeed be explained by
such a protective effect, it is also possible that a
negative selection by malaria may have contributed to
the distribution(Figure 1B)

As an example, among islanders of the Pacific area,
HLA-B27 ranges from 0% in lowland to 52% in the

Papua internal territories (New Guinea) where the semit

nomadic isolated Pawaia population lives at 1200 m
above sea level. The frequency of malaria, in contrast,
decreases with increasing living altitude of the
inhabitants and thus with the prevalence of HLA-B27.
This phenomenon cannot be explained by the invasion
of neighbouring peoples and consequent retreat of
aboriginal populations to the inland mountains, as New
Guinea is geographically included in regions of low
HLA-B27 prevalence in the aboriginal population. A
possible explanation could be that HLA-B27 offers less
protection against severe malaria and therefore has bes
negatively selected in the lowlands.

Further support to this hypothesis comes from western
India, an area of low and seasonal transmission of
plasmodium falciparurfcausative agent of malaria)
where individuals positive in HLA-B27 are more likely
to be infected.

The selective pressure by malaria in some geographicd
areas has left behind some gene variants that may
eventually contribute to the spread of new infectious
diseases or to the susceptibility to common diseases.
This may be the case for some HLA-B alleles such as
HLA-B53 conferring resistance against malaria, or
HLAB35 of which one variation confers resistance
against AIDS.

Among the several HLA-B27 subtypes probably
generated by mutation of the ancestral B*2705 gene,
some have survived in areas where malaria was enden
(B*2702 and B*2707 in the Middle East, B*2703 in

37
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West Africa, B*2704 and B*2706 in South East Asia,
and B*2709 in Sardinia).

Although their generation must be regarded as an
evolutionary accident, their fixing may have been
favoured by malaria as B*2705 is disadvantageous,
either because it is not able to trigger a protectivell-c
response againBlasmodium falciparumor because it

may shift the equilibrium to the disadvantage of other
relevant genes, or both.

Remark A consequence may be that patients positive
in HLA-B27 should protect themselves more carefully
than others against malaria (transmitted by mosquitoes)
before traveling into countries concerned: for example
by well-covering clothing, mosquito-protected sleeping
rooms, mosquito-deterrent substances or insecticides
and by prophylactic treatment with anti-malaria

medications.
Source: Annals of Rheumatic Diseases Volume 67 (2008) p.
138-140

Figure 1:

A) Percentage of the hereditary factor HLA- B27among
world populations (after M. A. Khan 1995).

B) Areas where malaria is endemic (after internet
information by the World Health Organisation, WHO).
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For more Info contact:
info@ankylosing-spondylitis.ie

Dublin area Swimming Pools.
The following pools are all heated &
suitable for arthritis patients.

1. Cheeverstown House, Templeogue

Swim Classes for people with joint problems.
Monday nights: 7.15 p.m./ 8.00 p.m. / 8.45 p.m.

No booking required - Anne McCabe, Ph: 4905988

2. Enable Ireland, Sandymount

Swim Therapy - 2:30 pm / 3:30 pm Monday & Tuesday|
Places on a first come first served basis.

Contact 01 2695608 for details.

3. St. Vincents, Navan Road
General hours available.
Contact 01 8384906 for times or collect a list at the pod

4. Central Remedial Clinic (C.R.C.), Clontarf
General hours available.
Contact 01 8057445 or 01 8339458 for details.

5. Stewart's Hospital, Palmerstown
Adult Hours - Phone for times - Ph: 6269879

North Dublin Hydrotherapy

Hydrotherapy programme group sessions of 1 hour per
week over 10 — 12 weeks.

For details contact Lisa Staines at 8 Castle Road,
Clontarf, Dublin 3 or telephone 01 8337809.

Exercise Class for People with
Ankylosing Spondylitis

Monday nights
Cheeverstown House
Templeogue

Dublin 12

7 pm until 8 pm

Hugh Cassidy 01 8316678
Seoirse Smith 01 8376614

or

Mater Hospital, Eccles Street.
The Physiotherapy Department, in the new building,
have a class every Wednesday from 11.00 AM to 12.3(
PM. There is no charge, but a letter from your doctor is
required. Both pool and floor exercises are completed.
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Cork Regional Hospital.

Details are available from Oonagh Hurley in the
Physiotherapy Department. Phone: 021 — 546400

Cork University Hospital.
Karen Buckley in the Physiotherapy Department has
tried to get a group going in the area.
Details on Phone: 021-4922406

Cavan General Hospital.

Details from the Physiotherapy Department.
Phone 049 - 61399

Adare Physiotherapy Clinic.

The Adare Physiotherapy clinic is running
Hydrotherapy Courses in the Dunraven Arms Hotel &
Leisure Centre.

Details from Gay Murphy on 061-396888 or e-mail on
adarephysio@esatcleat.ie

If you have paid this year’s subscription Thank You.

If not please pay as our organisation needs members to

pay promptly. We have decided not to issue reminders
% this year as it is an extra burden on our

\ meagre resources.

N\ Also, in order to save on those
Y
=1

previously mentioned meagre
resource, we will not be issuing
receipts for membership renewals unless
people specifically require them. There is a
place to “tick” on the membership letter if
you want us to post you a receipt.

Exercise Class for
Ankylosing
Spondylitis

This is still a problem for us

with really only two groups

exercising and both in

Dublin, Cheeverstown house

and the Mater Hospital.

Have you thought about getting

together with other patients in your

area and finding a physiotherapist
to help the group exercise?

ASAI would be willing to help in whatever way we can

to set-up and organize any local exercise groups.



