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Welcome to the ALK-Abell6é sponsored evening symposium!

ALK-Abell6 is a dedicated allergy company. For decades we have driven research
and development within the allergy field with the aim of improving the efficacy and
patient friendliness of immunotherapy products — and we have already come very
far.

Our evening symposium at this year’s ERS congress will show some of our latest
steps along this path, and will reveal how we in the future together with you will
be able to offer immunotherapy to an even larger group of patients suffering from
allergy.

During the symposium you will be introduced to the largest ever clinical development
programme performed for a single compound in the field of immunotherapy. The
programme demonstrates how ALK-Abelld’s grass tablet in broad allergic populations
achieves a protective immune response and provides sustained symptom prevention
and is safe for grass allergic patients, with or without allergic asthma.

Thus, by opening the perspective for a convenient future causal therapy, we will take
a step towards initiating specific immunotherapy early in the disease process and
hence improve the quality of life for the allergic patient.

We look forward to meeting you during ERS 2005.

Yours sincerely
ALK-Abell6 A/S
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Sublingual immunotherapy — where are we today
and where are we going

GW Canonica
Allergy & Respiratory Diseases, DIMI, University of Genova, ltaly

Allergen specific immunotherapy, together with drugs and allergen avoidance, is a cornerstone in the management of
respiratory allergy. To further improve safety and convenience of subcutaneous specific immunotherapy, local administration
forms have been developed and investigated.

The sublingual form (SLIT) is today the only local administration form with a widespread clinical use, and the amount of
clinical data produced in less than |5 years with SLIT is impressive. The clinical efficacy and safety of SLIT in asthma and
rhinitis in adults and children is supported by numerous controlled clinical trials including trials showing long-term efficacy
and prevention of progression of rhinitis into asthma. In addition, the efficacy of SLIT in rhinitis compared with placebo has
recently been confirmed in a meta-analysis.

The safety of SLIT has been documented in clinical trials as well as post-marketing surveillance studies, and SLIT is now
accepted by the World Health Organisation as a valid alternative to the subcutaneous route, also in children.

SLIT represents a significant advance in allergy treatment, and the ongoing development of sublingual tablets compared to
drops might further ad to the convenience of the treatment. However, more studies are needed to clarify the mechanisms
of action, optimal dose and duration of treatment as well as adherence to the treatment. Also long-term data and data
from prevention studies need to be confirmed.



Improved treatment of grass allergy

C Bachert
Ghent University Hospital, Ghent, Belgium

A number of treatments, such as allergen avoidance, anti-allergic drugs and specific immunotherapy (SIT), can be used
to treat the inflammation and symptomatology of grass pollen allergy. Based on international guidelines, symptomatic
management of grass allergy is referred to as a basic approach, involving antihistamines and topical corticosteroids,
followed by SIT in more severe and persistent disease, if pharmacotherapy fails (ARIA).

Unlike symptomatic medication, SIT induces a protective immune response and treats the cause of the allergic airway
disease, providing a global therapy for sustained prevention of all allergic symptoms, rather than addressing individual
symptoms.

Conventionally, SIT is used relatively late in the treatment. Nevertheless, according to the ARIA group, SIT should be
initiated early in the disease process to provide immediate as well as long-lasting symptomatic relief, to reduce the risk of
side effects and to prevent the further development of severe disease (ARIA).

A grass allergen tablet for sublingual use is in clinical development, and the efficacy and safety of the treatment has now
been confirmed. As a widely available registered treatment in the future, the grass tablet will have the potential to
dramatically increase the number of patients getting access to SIT at an early stage as recommended by ARIA. As an early
treatment in grass allergy, the grass tablet is suggested to be used as a baseline treatment, where symptomatic medication
can be added when necessary.



Systemic and local immune responses
to immunotherapy

SR Durham
Imperial College, London, United Kingdom

Specific allergen immunotherapy (SIT) is the only treatment capable of modifying the natural course of the allergic disease.
Injections of high doses of allergen in alum induce changes, IL-12 production among other; in antigen presenting cells
leading to a shift in the phenotype of CD4+ T-cells with an accompanying reduction in Th2 and increase in IFN-gamma
production. Additionally, SIT has been accompanied by increases in IL-10 producing T-regulatory cells and possibly other
subtypes of regulatory T-cells with potential to downregulate Th2 T-lymphocyte responses in an allergen specific fashion.
The result of these alterations in T-cell function is a reduction in the occurrence and activation of eosinophils and basophils
at mucosal site of inflammation and production of allergen specific IgG antibodies. IgG antibodies in turn enhance the
effects of SIT by interfering with allergen IgkE complexes having effect on both antigen presentation and mediator release
from effector cells.

Only few studies have addressed the mechanisms underlying sublingual immunotherapy (SLIT), but some aspects have
been consistently observed. Among these are a reduction in the number of eosinophils and a reduced level of ICAM-|
adhesion molecules in the airway and conjunctival mucosa, which in combination with a clinically observed decrease in the
allergic late phase reaction indicate a reduction in mucosal inflammation. Time and dose dependent induction of allergen
specific IgG antibodies has been observed in a number of studies including studies with grass allergen tablets, although the
increase is not as pronounced as following injections.

The model for the mechanisms of SLIT is more fragmented than the model for mechanisms of injections, but current
research targeting the effect of SLIT onT-cells and other effector cells is likely to lead to an increase in our knowledge in
the near future.



Update on the clinical development
of the grass allergen tablet

E Valovirta
Turku Allergy Centre, Turku, Finland

Specific immunotherapy with sublingual drops (SLIT) is today a widely used treatment for respiratory allergies with the aim
to relieve symptoms by treating the cause of the allergic disease. SLIT is a safe and efficacious treatment, and the number
of controlled clinical studies documenting the clinical benefits of SLIT is constantly growing.

A fast dissolving grass allergen tablet has now been developed. The clinical development programme for this grass allergen
tablet is the largest ever conducted in the field of allergen specific immunotherapy and consists of 6 double-blind,
randomised, placebo-controlled trials including more than 1,000 patients treated with grass allergen tablets.

The largest of these trials was conducted during the grass pollen season 2003. 55 centres in 8 countries included 855
adults with grass pollen induced SAR, and subjects were randomised to 2,500, 25,000, 75,000 SQ-T or placebo for
sublingual administration once daily with no initial updosing phase. Rhinoconjunctivitis scores showed reductions of both
symptom (16%) and medication (28%) for the 75,000 SQ-T group (p=0.071 and p=0.047).With the recommended
pre-seasonal treatment of at least 8 weeks prior to the grass pollen season, the reductions improved to 21% and 29%,
respectively (p=0.002 and p=0.012). Also quality of life was significantly improved, and the tablet was well tolerated with
no safety concerns observed.

The clinical efficacy and safety of the 75,000 SQ-T dose has recently been confirmed in subjects with more severe SAR.
I 14 subjects were randomised 2:1 to grass allergen tablets or placebo and treated |2 weeks before and during the grass
pollen season 2004. Rhinoconjunctivitis symptom and medication scores were reduced by 37% (p=0.004) and 4 1%
(p=0.036), respectively compared to placebo. Also in this trial, the tablet was well tolerated.

The grass allergen tablet is an efficacious and safe treatment for grass pollen allergy, and ongoing clinical trials will further
ad to the documentation.
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ALK-Abell6 Companies

Austria

ALK-Abellé GmbH
Backermuhlweg 59

A-4030 Linz

Tel.: +43 732 385 372

Fax: +43 732 385 37 277
E-mail:  office@at.alk-abello.com
Web:  www.alk-abello.at

China

ALK-Abellé A/S

Rm 1812, I8/F

Metropole Square

2 on Yiu Street, Shatin

Hong Kong

Tel.: +852 2144 5218

Fax: +852 2144 5618

E-mail: hammer@alk-abello.com.hk

Denmark

ALK-Abellé Danmark

Fruebjergvej 3

Boks 80

DK-2100 Kebenhavn @

Tel.: +45 38 16 70 70

Fax: +45 38 16 70,99

Web:  www.alk-abello-nordic.com

Finland

ALK-Abelld, Sivuliike Suémessa
Spektrin Kvartti

Metsdanneidonkuja 10

FI-02 130 Espoo

Tel.: +358 9 7255 5320

Fax: +358 9 7255 5321

Web:  www.alk-abello-nordic.com

Germany

ALK-Scherax Arzneimittel GmbH
Stlldorfer Landstrasse 128
D-22589 Hamburg

Tel.: +49 40 8 70 70 70

Fax: +49 40 8 70 880 88
E-mail:  info@alk-scherax.de
Web:  www.alk-scherax.de

Italy

ALK-Abellé S.p.A.

Via Ramazzotti 12

[-20020 Lainate Ml

Tel.: +39 02 937631
Fax: +39 0 2 93763457
E-mail: alk_abello@allergia.it
Web:  www.allergia.it

The Netherlands
ALK-Abellé bv

Edisonbaan 26

Postbus 1041

NL-3430 BA Nieuwegein

Tel.: +31 30 600 5 790
Fax: +31 30 600 5 792
E-mail:  info@nl.alk-abello.com

ALK, ABELLO
Curing Allergy

Norway

ALK Sverige AB

Filial av Utenlandsk Aksjeselskab
Hvamsvingen 9-1 |

N-2013 Skjetten

Norway

Tel: +47 2337 9950

Fax: +47 2297 0318

Web:  www.alk-abello-nordic.com

Spain

ALK-Abellé S.A.

Miguel Fleta 19

E-28037 Madrid

Tel.: +34 91 32 76 100

Fax: +34 913276 122

E-mail:  smarketing@es.alk-abello.com

Sweden

ALK Sverige AB

Smérhalevagen 3

S-434 42 Kungsbacka

Tel: +46 30 01 8545

Fax: +46 3001 39 10

E-mail: alksverige@alk.se

Web:  www.alk-abello-nordic.com

UK

ALK-Abelld (UK) Ltd

| Tealgate

Hungerford, Berkshire

RGI7 OYT

Tel. +44 1488 68 60 16
Fax: +44 1488 68 54 23
E-mail: tara@uk.alk-abello.com

USA

ALK-Abelld, Inc.

Main office:

1700 Royston Lane

Round Rodk, TX 78664

Tel.: +1 512 251 0037
Fax: +l 512 251 8450
E-mail:  info@us.alk-abello.com

Manufacturing:

35 Channel Drive
PortWashington, NY 10050
Tel +1 516 767 1800
Fax +1 516767 4229

Biopol Laboratory, Inc.
327 East Pacific Avenue
Spokane, WA 99202

Tel.: +1 509 456 7794
Fax: +1 509 455 7965

Vespa Laboratories, Inc.

1095 Upper Georges Valley Rd
Spring Mills, PA 16875

Tel: +1 814422 8165
Fax: +1 814 422 8424
E-mail: vespalab@aol.com

ALK-Abellé Distributors

Brazil

FDA Allergenic LTDA

Rua de Abolicdo 413

CEP 20755- 170 Abolicdo

Rio de Janeiro-RJ

Brazil

Tel.: +55 21 3899 9393

Fax: +55 21 2289 9290

E-mail: fda.allergenic@attglobal.net
Web:  www.fda-allergenic.com.br

Bulgaria

Medial BG

Manush Voyvoda Street |-3

1504 Sofia

Tel: +359294539 10
Fax: +359 2945 39 ||

E-mail: medial@cablebg.net

Canada

Western Allergy Services
|51 Brunei Rd.; #35
Missisauga, ON L4Z 2H6
Tel: +1 905 290-9952
Fax: +1 905 290-9957

Allergy Canada Ltd.

10 Royal Orchard Blvd., #53102
Thornhill, ON L3T 7R9

Tel.: +1 905 763-6642

Fax: +11905 76347120

Czech Republic
ASCO-MED, s.ro.

Pod Cihelnou 23

61 00 Praha 6

Tel. +420233 31 3578
Fax: +420233 31 35 82
E-mail: asco@ascomed.cz

Greece

Delta Medical S.A.

48, Marathonos Avenue
GR-153 54

Tel. +30 210 6615 209
Fax: +30 210 6615 218
E-mail; delta@otenet.gr

Hungary

Spiromed Co. Ltd

Kaptdrké u.2

H-1118 Budapest

Mail address:

PO. Box 94

HU-1506 Budapest

Tel.: +36 | 246 0798

Fax: +36 1 246 3613
E-mail:  spiromed@interware.hu

Iceland

Icepharma hf

Lynghdlsi 13

IS-110 Reykjavik

Tel: +354 540 8000
Fax: +354 540 8001

Malaysia

Germax SDN. BHD.

Wisma G.AM,, 3rd Floor

Lot 8241, Jalan 225/1A
46100 Petaling Jaya

Tel: +60 3 7958 3112
Fax: +60 3 7958 3003
E-mail: germax@po.jaring.my

Mexico

R&G Sistemas S.A, de C.V.

Divisién Alergia

Blvd. Adolfo Lépez Mateos No 1502
Colonia Mixcoac

Mexico D.F. 03910

Tel. +52 (55) 5615 8083/85

E-mail:  ventas_sistemas@randg.com.mx

Poland

Viac Handels GesmbH
Alutard Information Office
ul. Godebskiego 5

Warsaw / 05-090 Janki

Tel.: +48 022 715 69 79

Portugal

Bioportugal

Alameda Fernao Lopes |9E
Miraflores

1495-135 Alges (Lisbon)
Tel.: +351 21 44739 750
Fax: +354°21 41 08 928
E-mail:  biop@esoterica.pt

Slovak Republic

ADOS spol.s.ro.

Pri Suchom mlyne' 10
SK-811 04 Bratislava

Slovak Republic

Tel: +421 2 444 51095
Fax: +421 2 442 59973
E-mail: = adosisk@stonline.sk

South Africa

Laboratory, Specialities cc.

197 Fabriek Street

Strydom Park

Randburg 2125 (Johannesburg)
Tel.: +27 1792 6790
Fax: +27 11793 1064
E-mail: angien@mweb.co.za

Switzerland

Trimedal AG

Fabrikweg 2

CH-8306 Briittisellen

Tel.: +41 43 2557040
Fax: +41 18+34 00 07
E-mail:  info@trimedal.ch

Turkey

Albio Allerji

Mustafa Mazhar Bey Sk. 41/4

81040 Selamicesme

Istanbul

Tel: +90 216 567 67 06/55 44
Fax: +90 216 567 69 99

E-mail: nesealtinay@albio-allerji.com

Venezuela

Solo Alergias

Avda. Francisco de Miranda

Edificio Centro Plaza

Nivel 3, Local CC-3-77, Paseo La Vereda
Urbanizacién Los Palos Grandes
Caracas

Tel.: +58 21228479 43

Fax: +58 212 284 02 64

E-mail:  soloalergias@cantv.net

ALK-Abellé is an international group with companies in Austria, China, Denmark, Finland, Germany, Italy, the Netherlands, Norway, Spain, Sweden, the United Kingdom and the USA. ALK-Abelld
develops and distributes  effective, innovative products for the diagnosis, prevention and potential cure of allergies and the relief of symptoms. The ALK-Abelld products for specific treatment of
allergies and in vitro and in vivo diagnostics include Alutard® SQ, Pangramin® UM, Pangramin® Plus UM, Soluprick® SQ, SLITone® and the ADVIA Centaur® Specific IgE system. The products carry the SQ/UM

quality mark - your guarantee of high qudlity, characterised and standardised allergen extracts.
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Fight The Cause

Education
Programme

Specialists in Allergic Asthma and Rhinitis

Education Emnatariy iy AW
Programme

We are delighted to announce that the international
Specialists in Allergic Asthma and Rhinitis (STAAR)
Education Programme has been finalised.

How was the STAAR In September 2004, a group of allergy experts from across Europe
Education Programme gathered to develop the STAAR Education Programme. This group
developed? included representatives from 9 European countries in order to develop a

core international education programme that could be adapted to meet
country-specific requirements. The advice and guidance we have received
from our specialist advisers has, once again, been essential for the
development of this programme.

What is the STAAR The STAAR Education Programme is a programme on allergic rhinitis and

Education Programme? asthma and the role of immunotherapy, including new developments in
this field, such as the grass tablet. A slide kit comprising 4 modules has
been developed to fit different speciality audiences, with different levels
of knowledge of and experience with immunotherapy.

What is the STAAR The programme aims to raise awareness of the benefits of immunotherapy
Education Programme in general, in light of novel developments, to a broader group of specialists
aiming to achieve? who are not yet experienced in the use of immunotherapy, but do have

experience in treating patients suffering from allergy.

Are you interested in receiving  Would you be interested in receiving further information about the
further information about the STAAR programme? If so, please contact your local ALK-Abelld

STAAR Education Programme?  representative.
ALK AABE LLO

Curing Allergy



