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With this letter we, the ASAS (ASsessments in Ankylosing Spondylitis) working group,
would like to express our interest in taking a lead in coordinating a critical appraisal of
the science related to AS in answer to your request to assist in the development ofa
guidance for industry on issues related to drugs, biological products; and devices for the
treatment of AS and related disorders in Federal Register, vol 66, no 98, May. 21, 2001,
notices. ) :

The ASAS working group comprises epidemiologists, rheumatologists, and
represeritatives of patient groups and industry: with a special interest in the research of
AS and related disorders. Many of them are opinion leaders in this field. The ASAS
working group represents more than 20 countries. ASAS has started in 1995, organises
regular meetings and workshops (at least twice a year), and conducts research, mainly in
the field of outcome assessment in AS. As a result of these efforts core sets for the
assessment of disease activity and outcome in various situations have been developed . In
addition to this, response criteria based on a statistical data-driven approach have been
proposed. At the moment, these response criteria are being tested against the “expert
judgement” making use of a Delphi exercise. Publications in relation to the research
performed, as well as a summary of the ongoing research agenda is attached to this
letter. We would like to mention that Jennifer Anderson, Boston, has been deeply
involved in the development of the ASAS set of responder criteria and that she could be
of great value in participating at this process. '

Taking into account the members of the ASAS working group and the scope of the
research performed by, this group, we would be happy to collaborate in the development
of a guidance document including the critical appraisal that is needed for that purpose.
We also would like to participate in a public meeting permitting to discuss selected
relevant questions. ' '
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On behalf of all ASAS working group members (a list of the members is enclosed),

The steering committee,

Préf. N. Bellamy, Brisbane, Australia

Dr. A. Calin, Bath, UK

Prof. M. Dougados, Paris, France

Prof. D. van der Heijde, Maastricht, the Netherlands
Prof. A. Khan, Cléveland, USA

Prof. Sj. van der Linden, Maastricht, the Netherlands

Department of Internal Medicine
Division of Rheumatology
University Hospital Maastricht
PO Box 5800

6202 AZ Maastricht

The Netherlands




Publications by ASAS

1. Spoorenberg A, van der Heijde D, de Klerk E, Dougados M, de Vlam K,
Mielants FL et al. A comparative study of the usefulness of the Bath
Ankylosing Spondylitis Functional Index and the Dougados Functional
Index in the assessment of ankylosing spondylitis. J Rheumatol

. 1999:26:961-5.

2. Spoorenberg A, van der Heijde D, de Klerk E, Dougados M, de Vlam K,
Mielants H, et al. Relative value of erythrocyte sedimentation rate and C-
reactive protein in assessment of disease activity in ankylosing spondylitis.
J Rheumatol 1999;26:980-4. _

3. Spoorenberg A, de Vlam K, van der Heijde D, de Klerk E, Dougados M,
Mielants H, et al. Radiological scoring methods in ankylosing spondylitis:
reliability. and sensitivity to change over one year. J Rheumatol
1999;26:997-1002. :

4, van der Heijde D, Calin A, Dougados M, Khan MA, van der Linden S,
Bellamy N. Selection of instruments in the core set for DC-ART, SMARD,
physical therapy, and clinical record keeping in ankylosing spondylitis.
Progress report of the ASAS Working Group. Assessments in Ankylosing
Spondylitis. J Rheumatol 1999;26:951-4.

5. . van der Heijde D, van der Linden S, Bellamy N, Calin A, Dougados M,

Khan MA. Which domains should be included in a core set for endpoints

in ankylosing spondylitis? Introduction to the ankylosing spondylitis

module of OMERACT IV. J Rheumatol 1999;26:945-7

van der Heijde D, van der Linden S, Dougados M, Bellamy N, Russell AS,

Edmonds J. Ankylosing spondylitis: plenary discussion and results of

voting on selection of domains and some specific instruments. J

Rheumatol 1999;26:1003-5.

Ruof J, Stucki G. Comparison of the Dougados Functional Index and the

Bath Ankylosing Spondylitis Functional Index. A literature review. J

Rheumatol 1999;26:955-60.

Ruof J, Sangha O, Stucki G. Comparative responsiveness of 3 functional

indices in ankylosing spondylitis. J Rheumatol 1999;26:1959-63.

Ruof J, Stucki G. Validity aspects of erythrocyte sedimentation rate and C-

reactive protein in ankylosing spondylitis: a literature review. J Rheumatol

1999;26:966-70.

van der Heijde D, van der Linden S, Bellamy N, Calin A, Dougados M,

Khan MA. Which domains should be included in a core set for endpoints

in ankylosing spondylitis? Introduction to the ankylosing spondylitis

module of OMERACT IV. J Rheumatol 1999;26:945-7.

Anderson 1J, Baron G, van der Heijde D, Felson DT, Dougados M.

Ankylosing Spondylitis ASsessment group preliminary definition of short-

term improvement in ankylosing spondylitis. Arthritis Rheumatism (in

press) * ,

Auleley G, Benbouazza K, Collantes E, Hajjaj-Hassouni N, van der Heijde —

D, Spoorenberg A, Dougados M. Evaluation of the smallest detectable

difference in symptomatic outcome variables in ankylosing spondylitis.

(submitted)
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Research agenda ASAS

Delphi exercise to compare expert judgments with ASAS preliminary
response criteria

Performance of response criteria in trials with biological agents
Additional value of CRP above ESR

Severity of morning stiffness of the spine compared to duration of morning
stiffness

Various scoring methods of X-rays

MRI of the spine as an outcome measure for disease activity and severity
BASDAI '

BASMI

Co-calibration of BASFI and Dougados FI

Validation of QoL instruments in AS
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Name - . Residence . Country

Prof. A.O. Adebajo Barnsley United Kingdom
Dr. B.L. van Albada Oranjewoud The Netherlands
Prof. B. Amor Paris France '
Prof. J. Barlow : United Kingdom
Prof. N. Bellamy Brisbane Australia

Prof. L. Benevolenskaya Moscow Russia

Prof. H. Bird ‘ Leeds United Kingdom
Prof. M. Boers Amsterdam The Netherlands
Dr. A. Boonen Maastricht The Netherlands
Prof. J. Braun Herne Germany

Prof. P. Brooks Brisbane Herston Australia

Mrs. J. Bruckel

Serman Oaks

‘United States of America

Dr. R. Burgos Vargas Mexico'city Mexico

Dr. A. Calin Bath United Kingdom

Prof. D. Clegg Sait' Lake City United States of America
Dr. E. Collantes Estevez Cordoba Spain

Dr. J. Darmawan Semarang Indonesia

Dr. J. Davis

San Francisco

United States of America

Dr. P. Dawes

Staffordshire

‘United Kingdom

Dr. A.J. Dekker-Saeys Aerdenhout The Netherlands
Prof. M. Dougados Paris France

Prof. B.A.C. Dijkmans Amsterdam The Netherlands
Prof. A. Ebringer London United Kingdom
Prof. J. Edmonds Sydney Australia

Dr. N. Feltelius Uppsala Sweden

Dr. M. Ferraz Sao Paclo Brasil

Dr. P. Géher Budapest Hungary

Prof. J.T. Gran Tromso Norway

Dr. F. Guillemin Vandoevre les Nancy Cedex| France

Prof. D. van der Heijde ‘Maastricht The Netherlands
Dr. I. van der Horst-Bruinsma | Amsterdam The Netherlands
Dr. R. Juhlin Rotebergsvigen Sweden

Prof. M.A. Khan Cleveland United States of America
Dr. J. Kirazli lzmir Turkey

Dr. F. Klareskog Stockholm Sweden

Prof. T. Kvien Oslo Norway

Prof. M. Leirisalo-Repo Helsinki Finland

Prof. Sj. van der Linden Maastricht The Netherlands
Dr. A. Linssen IJmuiden The Netherlands
Prof. B.A. Michel Ziirich The Netherlands
Prof. H. Mielants Bent Belgium

Prof. |. Olivieri  Potenza ltaly

Dr. G. van Overeem Hansen Denmark

Dr. P. Peloso Saskatoon Canada

Dr. C. Ramos-Remus Colomos Mexico

Prof. P. van Riel Nijmegen The Netherlands
Mr. F. Rogers Mayfield United Kingdom
Prof. A.S. Russell Edmonton Canada

Dr. C. Salvarani Bologna Italy

Prof. J. Sieper | Bertin Germany

Dr. E. Stanislawska-Biernat | Warszawas Poland

Prof. G. Stucki Munchen Germany

Prof. R. Sturrock Glasgow United Kingdom
Dr. G.T.D. Thomson Winnipeg Canada

Prof. P. Tugwell Ottawa Canada

Prof. E. Veys Gent Belgium

Dr. D.E. Yocum Tuscon United States of America
Prof. H. Zeidler Hannover Germany
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02-637 Warszawa, ul. Spartanska 1
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. Warsaw, 03.07.2001.
Ewa Stanislawska-Biernat MD, PhD :

Prof. ass.

Rheumatology Clinic

Institute of Rheumatology

02-637 Warsaw

Poland
Dockets Management Branch (HFA-305)

, Food and Drug Administration

5630 Fishers Lane, rm. 1061
Rockville
MD 20857

Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express
my support to the initiative of the ASAS working group in taking a lead in coordinating
a critical appraisal of the science related to AS. This initiative refers to the request of the FDA
to assist in the development of a guidance for industry on issues related to drugs, biological
products, and devices for the treatment of AS and related disorders.

Yours sincerely, R/

Ewa Stanislawska-Biernat
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Food and Drug Administration
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Dear Sir,
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With this letter I, being a member of the ASAS working group, would like to express
my support to the initiative of the ASAS working group in taking a lead in coordinating
a critical appraisal of the science related to AS. This initiative refers to the request of the
FDA to assist in the development of a guidance for industry on issues related to drugs,
biological products, and devices for the treatment of AS and related disorders.

Yours singerely,

/% Soowss
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Dear Sir,

With this letter I, being a member of the ASAS working group, would like 10 express my support to the
initiative of the ASAS working group in taking a lead in coordinating a critical appraisal of the science
related to AS. This initiative refers to the request of the FDA to assist in the development of a guidance
for industry on issues related to drugs, biological products, and devices for the treatment of AS and related

disorders.

Yours siggerely, .

- 706-233 KENNEDY STREET / WINNIFEG, MB CANADA R3C 375 /PHONE (204) 547-1766 /FACSIMILE (204) 947-1804
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Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, rm. 1061
Rockville
MD 20857 9-7-01,

Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express my
support to the initiative of the ASAS working group in taking a lead in coordinating a
ctitical appraisal of the science related to AS. This initiative refers to the request of the
FDA to assist in the development of a guidance for industry on issues related to drugs,
biological products, and devices for the treatment of AS and related disorders.

Yours sincerely,
MWL,;V\M:W;JQ /A\ . kL\&'\r\ , MD
Cane (/\/MZZYW /<€fé/W€ étwom\ ~
Metplenllt Medied (el Divian of Rhewstly,
F-5ee /\/‘éﬁw{#&lﬂ: Didve |
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Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane, rm. 1061 -
Rockyville ‘ )
MD 20857 9701

Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express my
support to the initiative of the ASAS working group in taking a lead in coordinating a

 critical appraisal of the science related to AS. This initiative refers to the request of the
FDA to assist in the development of a guidance for industry on issues related to drugs,
biological products, and devices for the treatment of AS and related disorders.

Yours sincerely,

dr. A. Linssen

reumatoloog
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Dear Sir,
With this letter I, being a member of the ASAS working group, would like to express

my support to the initiative of the ASAS working group
coordinating a critical appraisal of the science related to AS. This initiative refers to

the request of the FDA to assist in the development of a guidance for industry on
issues related to drugs, biological products, and devices for the treatment of AS and ;
related disorders.

in taking a lead in

Yours sincerel

Nils Feltelius

MD, PhD, Assaciate professor in Rheumatology
Department of Medicine, Karolinska Institute and
Divigion of Clinical Trials

Medical Products Agency

8-751 03 Uppsala

Sweden '

Postadress / Pustal addness Gatuadress / Office stdress Tel/ Phone Teletax /Facsimile Portgim
Box 26 Husargatan 8 Q018-174600 018548566 788056-0
575103 UPPSALA Direkt/ Diract Bankgka
SWEDEN 018-174..... 5825-6785
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‘ ‘WHO Collaboratihg Cent .
Community-based Epidemiology, lﬁl".évglﬁion(,n
and Treatment of Rheumatic Disease,
Seroia Rheumatic Center (SRC)

John Darmawan, MD, PhD, FACR: Director

M'ember, WHO Expert Committee on Rheumatic Disease, Geneva, Switzerland

Medicare — Consul

Email: jd131035@hotmail.com

Tuly 23, 2001

Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville

MD 20857 - 9-7-01

Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express my
support to the initiative of the ASAS working group in taking a lead in coordinating a critical
appraisal of the science related to AS. This initiative refers to the request of the FDA to assist
in the development of a guidance for industry on issues related to drugs, biological products,
and devices for the treatment of AS and related disorders.

Yours sincerely,

‘ // \.. & - e e s
S =
John DA%Q{C T\?ID PHD N

Director, Seroja Rheumatic Center,
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Food and Drug Administration
5630 Fishers Lane, rm. 1061 ;
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Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express
my support to the initiative of the ASAS working group in taking a lead in coordinating
a critical appraisal of the science related to AS. This initiative refers to the request of the
FDA to assist in the development of a guidance for industry on issues related to drugs,
biological products, and devices for the treatment of AS and related disorders.

Yours sj

Vice President: Chairman: Treasurer: Director:
Dr. A. §t. J. Dixon, M.D., F.R.CP. Dr. A. Calin, M.D., F.RCP. Mr. EN.C. Etustance, FCMA, M.CT. Mr. F.JR.S: Rogers
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June 29, 2001 ’

Dockets Management Branch (HFA-305) -
Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville, MD 20857

Dear Sir, : ‘ i

As a member of the ASAS working group, I would like to express my
support to the initiative of the ASAS working group in taking a lead in
coordinating a critical appraisal of the science related to AS. This initiative
refers to the request of the FDA to assist in the development of a guidance
for industry on issues related to drugs, biological products, and devices for
the treatment of AS and related disorders.

Sincerely,

Jane Bruckel
Executive Director

14827 Ventura Boulevard « Suite 222 - Sherman Oaks - California 91403 - (818) 981-1616 - Fax (318) 981-9826
www.spondylitis.org * e-mail: info@spondylitis.oxg
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Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville

MD 20857 9-7-01

Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express my
support to the initiative of the ASAS working group in taking a lead in coordinating 2
critical appruisal of the science related to AS. This mitiative refers to the request of the
FDA to assist in the development of 2 guidance for industry on issues related to drugs,
biological products, and devices for the treatment of AS and related disorders.

Yours sincerely,

Mﬁ@;ﬁ&ﬁw
Department of Rheymatology

Viije Universiteit Medical Centre

PO Box 7057

1007 MB Amsterdam

. The Netherlands

seigkrrae e+ ) BN §€03S 93:47 T98E-98-6C
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Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville

MD 20857 n _ 9-7-01

Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express
my support to the initiative of the ASAS working group in taking a lead in coordinating
a critical appraisal of the science related to AS. This initiative refers to the request of the
FDA to assist in the development of a guidance for industry on issues related to drugs,
biological products, and devices for the treatment of AS and related disorders.

Yours sincerely,

f“éf y A i
o s a,f//.gz//ﬂ/»{//
Marjatta Leirisalo-Repo, MD '

Professor of Rheumatology
Helsinki University Central Hospital
Department of Medicine

Division of Rheumatology

PO BOX 263

FIN-00029 HUS

Finland
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Dear Sir

With this letter I, being a member of the ASAS working group, would like to express my
support to the initiative of the ASAS working group in taking a lead in coordinating a critical
appraisal of the science related to AS, This initiative refers to the request of the FDA to
assist in the development of a guidance for industry on issues related to drugs, biological
products, and deviges for the treatment of AS and related disorders.

Yours sincerely, |
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Seephen L. Aaron
BSe, MDD, FRCY (C)
407-6762
E-mail: scephen.aaron@ualberra.ca
Paul Davis = :
MB, C.HB, FRCI (C) BRCE (UK)
407-6294
E-muil: paul davis@ualberta.ca
Jearne E. Homik
MD), Mg, BRCE(C)
407-8070
E-mail: jhomik@gpu.srvualberraca
Walrer 2 Maksymougeh ©
MR, LIHE, MRCI (UK, FRCP (C)
407-1964
E-mail: maksymow@gpu.srvualberia sg
Anchory S. Russell
MA&. MB. BChir FRCP (C), FRCP
4076296
E-mail: asr@gpu.srvinalberta,ca
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June 25, 2001

Dockets Management Branch (HFA-305)

Foad and Drug Administration
5630 Fishers Lane, Room 1061
Rockville, MD 20857

USA

Dear Sit:

As a member of the ASAS working group, | would like to express my suipport of the
initiative of this. group in taking a lead in coordinating a critical appraisal of the
science related to ankylosing spondylitis. This initiative specifically refers to the
request of the FDA to assist in the development of guidance for industry on issues
reiated o drugs, biological products, and devices for the treatment of AS and
related disorders. '

Yours sincerely,

A.S. Russell, F.R.C.P.(C)
ASRlis

Department of Medicine
Division of Rheumatology/Clinical Immunology

* dunotes Professional Corparstian

562 Herirage Medical Research Centre * University of Alberra » Edmonran * Canada » TéG 252
Fax (780) 407-6055 ‘ :

'26/06 '0L DIN 17:20 [TX/RX NR 58561 o002




26-JUN-2081 14106 RBT . RHEUMATOLOGIE +49 511 5325841  S.@2

\ ME@DZGMH@@HE HOCHSCHUILE RANNOVER

Abteilung Rheumatologie
Prof. Dr. H. Zeidler

Telefon Hannover (05 11}

Zentrum Innere Medizin und Derr%a}toloﬁ 11 P2:34 e orion 51 E-nwa
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L) = Studien-fmbulany §32-5282
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Food and Drug Administration ‘ = s Peal 0 H 760
5630 Fishers Lane, rm. 1061 Telefax 5225041
Rockville
MD 20857
Uniser Zeichen Diustahwahi-Nr. Hannover
) - 0511y 532-
Prof Zei/Ko-St 2180 2001-06-26
Dear Sir,

with this letter 1, being‘a member of the: ASAS working group, would like to express my
support to the initiative of the ASAS working group in taking a lead in coordinating a
. critical appraisal of the science related to AS. This initiative refers to the request of the
FDA to assist in the development of a guidance for industry on issues related to drugs,
biological products, and devices for the treatment of AS and related disorders.

Zei-ABAS/a:83
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Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockville

MD 20857 ‘ 9-7-01

Dear Sir,

With this letter I, being a member of the ASAS working group, would like
to express my support to the initiative of the ASAS working group in taking
a lead in coordinating a critical appraisal of the science related to AS, This
initiative refers to the request of the FDA to assist in the development of a -
guidance for industry on issues related to drugs, biological products, and
devices for the treatment of AS and related disorders. ’

Yours sincerely, //{?gqr
"

Dr, Shandor Erdesz. MD, PhD.
Scientifiic Director
Institute of Rheumatology

Kashirskoye Shosse 34A

115522, Moscow, Russia
TellFax: +7(095) 114-4486
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Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockvilie

MD 20857 9-7.01

Dear Sir,

With this letter I, being a member of the ASAS working group, would like to express
my support to the initiative of the ASAS working group in taking a lead in coordinating
a critical appraisal of the science related to AS. This initiative refers to the request of
the FDA to assist in the development of a guidance for industry on issues related to
drugs, biological products, and devices for the treatment of AS and related disorders.

Yours sincerely,

bt s s

UniversitBtsSpital ZOrich
Prof. Dr. med. B. A, Michef
Direktor Rieurnaklinik
Gloriastrasse 25

CH-8091 Ziirich
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EXECUTIVE DEAN (HEALTH SCIENCES)
PROFESSOR PETER BROOKS
M. FRACE, FAVRM. FAEPHM

THE UNIVERSITY OF QUEENSLAND

Dockets Management Branch (HFA-305) Edith Cavell Building. Ruyal Rrishane Hospital
F ood and Drug Administration Harston QId 4029 Australia o
5630 Fishers Lane, rm. 1061 Telcphone (07) 3365 5106 oo
Rockville International +61 7 3365 5106 1
MD 20857 . - ‘ Fucsimile (07) 3365 5301 P
o - Email pbrooks@maitbox.ug,ednan T
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Dear Sir, =
—b
9
N

With this letter T, being a member of the ASAS working group, would like to express (-
my support to the initiative of the ASAS working group in taking a Jead in coordinatirﬁ
a critical appraisal of the science related to AS. This initiative refers to the request of the
FDA to assist in the development of a guidance for industry on issucs related (o drugs,
biological products, and devices for the treatment of AS and related disorders.

Yours sincerely,

TOTAL P.B2
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