WILLIAM HARVEY
RESEARCH CONFERENCES

Present a Conference

on

PHOSPHODIESTERASE IN
HEALTH AND DISEASES

Wednesday, 5th - Friday, 7th December 2001
Le Meridien Park Atlantic, Porto, Portugal

Conference Chairmen:

Professor Clive Page and Dr Daniela Bundschuh

Faculty includes:

V Arshavsky Boston
D Bundschuh  Konstanz
M Conti Stanford
D Hay King of Prussia
M Houslay Glasgow
J Kotera Saitama
K Loughney Bothell
V Manganiello Bethesda
J O’Donnell  Memphis
K Omori Saitama
A Robichaud Dorval
C Schudt Konstanz
C Stief Hannover
WJ Thompson Horsham
R Williams London

William Harvey Research Limited is the trading entity of the William Harvey Research Foundation - a registered charity.

Registered in England - reg. no. 2437946. Chief Executive: Professor B.J.R. Whittle PhD Directors: Professor N. Benjamin FRCP DM,Dr J.A. Davies,

Professor R.J. Flower DSc, Professor C. Thiemermann MD PhD, and Professor D.A. Willoughby DSc FRCPath.



PHOSPHODIESTERASE IN HEALTH AND DISEASES

5th - 7th December 2001
Porto, Portugal

INTRODUCTION
It is now recognised that there are at least 11 families of Phosphodiesterase (PDE) enzymes which are intimately involved in
the regulation of cell activation. Inhibitors of PDE5 are already available for the treatment of erectile dysfunction and
inhibitors of other PDE families are in late stage development for a range of clinical conditions. This conference will provide a
“state of the art” overview of the various PDE enzyme families and their regulation and review the current knowledge of the
clinical development of inhibitors of PDE enzymes in a range of diseases including asthma, COPD, rheumatic disease and
CNS disorders.

16.00 to 18.30 Registration
19.00 to 20.00

The growing PDE families: topics on
recently discovered PDEs, PDE10A and
PDE11A

Welcome Reception and Finger Buffet PDE10A and PDE11A are a dual substrate PDE and

e e

Chairmen: Clive Page & Daniela Bundschuh

categorised into GAF-PDE family. Expression of
transcripts for these PDEs is confined to specific
tissues, implying a possibility of these PDE
inhibitors as a new type of drug for medication of
diseases in these tissues. In this presentation, recent

09.30 Molecular biology of human PDE enzymes topics of these PDEs will be discussed.
The human 3’, 5-cyclic nucleotide phospho- Speaker: Kenji Omori
diesterase gene family has grown to include 21 genes. Tanab S ivaku Co Ltd. Sait J
These are grouped into 11 families on the basis of anape setyaku 0 » Saltama, Japan
substrate specificity, regulation sensitivity to small 15.45 Coffee and Posters
molecule inhibitors and sequence homology. . .
Alternative splicing at 5’ and 3’ ends leads to more ~ 0-1° Potential therapeutic uses for PDE3
than 40 proteins. inhibitors _ _ _
Speaker: Kate Loughney PDES3A isoforms are relatively highly expressed in
ICOS, Washington, USA platelets, cardiovascular tissues, airway smooth
. . muscle and oocytes; PDE3Bs, in tissues important in
10.15 Intracellular targeting and regulation of energy homeostasis, namely fat, liver and pancreas,
PDE4 cAMP specific phosphodiesterases where they are regulated by insulin, IGF-1 and
Four genes encode around 16 PDE4 isoforms that leptin. Selective inhibitors or delivery systems might
seem poised to influence distinct regulatory thus provide novel therapies for diabetes/obesity.
processes. Specific isoforms show distinct patterns of Speaker: Vincent Manaaniello
intracellular targeting, interaction with scaffold P . 9 .
proteins, cleavage by caspase-3 during apoptosis and National Heart, Lung and Blood Institute, NIH,
phosphorylation by ERK MAP kinase and by cAMP Maryland, USA
dependent protein kinase. 17.00 Is there a future for a combined
Speaker: Miles Houslay PDE3/PDE4 inhibitor?
University of Glasgow, UK In vitro, activation of T-cells, macrophages or
11.00 Coffee and Posters dendritic cells or contraction and proliferation of
11.30 PDE knockouts-what can we learn/what do smooth rr}uscle_cel_ls_gre more efficaciously reduced
they tell us? by combined _|nh_|b_|t_|on of _PDE4 and PDE3 as
The use of PDE4-selective inhibitors have indicated compared to inhibition of either PDE3 or PDEA4.
an important function for PDE4 in the The therapeutic potential in asthma and pulmonary
pathophysiology of asthma and other chronic hypertension will be discussed.
inflammatory ~ disorders of the lung. This Speaker: Christian Schudt
presentation will describe a genetic approach to Byk Gulden, Konstanz, Germany
dissect the role of individual PDEA4s in the airway and
inflammatory cell functions.
speaker: Marco S e
Stanford University Medical Center, California, USA
12.15 PDEs and visual transduction Chairmen: Miles Houslay & Clive Page
The unusually high catalytic efficiency of PDE6 09.00 PDE4 inhibitors for the treatment of
from vertebrate photoreceptors along with the depression and other CNS disorders
ability of PDES to regulate the duration of its own PDE4 is involved in neuronal signal transduction
activation by G protein makes this enzyme mediated by beta adrenergic and NMDA receptors.
phototransduction cascade. produces effects that suggest utility in the treatment
Speaker: Vadim Arshavsky of depression and cognitive dysfunction.
Harvard Medical School, Massachusetts, USA Speaker: James M. O’Donnell
13.00 Lunch and Posters University of Tennessee Health Science Center, USA
Chairmen: Clive Page & Daniela Bundschuh 09.45 PDE4 inhibitors for the treatment of
14.15 PDE7-news and views asthma

PDE?7 is a cAMP-specific phosphodiesterase with a
low Km value. Two isoforms, PDE7A and PDE7B,
and their splice variants exhibit different tissue
distribution.  Specific expression of these genes
suggest that PDE7 plays specific roles via cCAMP
signalling in various tissues. In this presentation, data
will be presented on the fundamentals of PDE7B.
Speaker: Jun Kotera

Tanabe Seiyaku Co Ltd, Saitama, Japan

The latest update on the development of new
generation PDE4 inhibitors will be presented. Pre-
clinical data on in vitro and in vivo efficacy,
exemplified by roflumilast, will be summarised, and
an overview on the phase 11/111 clinical studies will be
provided.

Speaker: Daniela Bundschuh

Byk Gulden, Konstanz, Germany
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Coffee and Posters

PDE4 inhibitors for the treatment of COPD
Inhibition of PDE4 has become a recognised strategy
for the development of potential novel therapies for
pulmonary diseases. A review will be presented of
the scientific rationale and the preclinical and clinical
data in support of the utility of this class of
compounds in COPD.

Speaker: Douglas WP Hay

GlaxoSmithKline, Pennsylvania, USA

PDE4 inhibitors for the treatment of
rheumatoid arthritis

This presentation will focus mainly on pre-clinical
studies designed to evaluate the efficacy of PDE4
inhibitors and other cyclic AMP-elevating agents to
down-regulate both immune and inflammatory
responses to protect against joint damage in arthritis.
Speaker: Richard Williams

Kennedy Institute of Rheumatology Division,
London, UK

Lunch and Posters

Chairmen: Clive Page & Daniela Bundschuh

Toxicology/safety of PDE4 inhibitors-new
insights

The therapeutic potential of PDE4 inhibitors has
been greatly impaired by the side effects of nausea
and vomiting. The results of recent studies
addressing the characterisation and mechanism of
PDE4 inhibitor-induced emesis will be discussed.
Speaker: Annette Robichaud

Merck Frosst Canada & Co, Quebec, Canada

PDE inhibitors for the treatment of
impotence

Cavernous smooth muscle relaxation is the local key
event for penile erection. Asin many other myocytes
phosophodiesterases play a major role in smooth
muscle tone regulation. Our studies showed the
presence of 8 PDE-isoenzymes, three isoforms of
PDEl1 and four isoforms of PDE4 in human
cavernous tissue. Of these, PDE3 and 5 had the most
prominent functional role.

Speaker: Christian Stief

Hannover Medical School, Germany

Coffee and Posters

PDEs and apoptosis-implications for novel
tumour therapy?

Exisulind (Aptosyn™) and analogues induce
apoptosis in colon and other epithelial tumour cells,
but not normal cells, via cyclic GMP mediated
pathways. Inhibition  of cyclic GMP
phosphodiesterases (PDES, 2 and 1) by exisulind and
other selective apoptotic antineoplastic drugs
(SAAND:s) plays a critical role in PKG activation
and induction by these new chemotherapeutic
agents. PKG regulation of B-catenin and JUN kinase
results in tumour cell death.

Speaker: W. Joseph Thompson

Cell Pathways Inc, Pennsylvania, USA

Close of Meeting

WILLIAM HARVEY
RESEARCH CONFERENCES

This meeting is organised by the conference arm of
the William Harvey Research Foundation,
an independent research centre with charitable
status: a not-for-profit organisation.

FUTURE EVENTS

D Beyond Heparin: Novel Therapeutic
Uses for Heparin and Related Drugs
6th - 8th June 2001
Hotel Plaza,
Nice, France

D COX-2 Inhibitors
30th September - 2nd October 2001
Hotel Plaza,
Nice, France

D Angiotensin
4th-6th November 2001
Le Meridien Park Atlantic,
Porto, Portugal

FUTURE EVENTS

I do not wish to attend this conference
but would like to receive details of the
conference ticked above.

Enter name and address overleaf

; ,_‘_:31'
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. )
quTo is Por!ge:l"s second largest city with a
picturesque location on the banks of the
_Dguro River. The riverfront and cluster of
steep mediaeval alleyways behind is classified as an
United Nations World Heritage site. From this
vantage point there are compelling views across the
river Douro of the 60.or so Port Wine Lodges which
have formed the centre of the Port wine industry
since the 17th century,

The Meridien RarksAtlantic hotel has been chosen as
the conference venue-10 minutes from the city
centre and from the nearest beaches and 20 minutes
from the International Airport which is accessible by
direct flights from most major European cities.
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