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KEY SPEAKERS INCLUDE:

Romano Kroemer
Head, Drug Design
Sanofi-Aventis

Paul Leeson
Director of Medicinal Chemistry
AstraZeneca

Chris Murray
VP, Discovery Technology
Astex Therapeutics

Paul Bamborough
Section Head: Computational Chemistry
GlaxoSmithKline

Jonathan Mason
Chief Scientist
Chief Scientist, Lundbeck Research

Robert Glen
Director of Chemistry, Unilever Centre for Molecular Informatics
Cambridge University

KEY BENEFITS OF ATTENDING:

* Hear the latest developments in computational drug design

e Discover structure and fragment based techniques for compound design
e Case studies with real life data and a strong take home message

e Learn from your peers the methods that work, and those that don't

Sponsored by PLUS A HALF DAY POST-CONFERENCE WORKSHOP

o
'.__S_)“EE!!.'_—:.'JE Efficient Optimisation Procedures for a
Drug Candidate Molecule

v
/ATripos Muscagen

www.smi-online.co.uk/2010drugdesign.asp
Register online and receive full information on all of SMi’s conferences
Alternatively fax your registration to +44 (0) 870 9090 712 or call +44 (0) 870 9090 711
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8.30 Registration & coffee

9.00 Chairman's Opening Remarks
Chris Phillips, Senior Principal Scientist, Pfizer Global Research and
Development

KEYNOTE ADDRESS:
9.10 Challenges in Drug Design
¢ Impact of drug-like properties
e Addressing pipeline attrition
¢ Use of ligand efficiency metrics
Paul Leeson, Director of Medicinal Chemistry, AstraZeneca

STRUCTURE BASED DRUG DESIGN

9.50 NNRTI Design: Structure-Based Approaches
Successful application in the development of non-nucleoside reverse
transcriptase inhibitors
e Structure Based Molecular Hybridization
¢ Design strategies for drug-resistant viral strains
e Structures in lead selection
Chris Phillips, Senior Principle Scientist, Pfizer Global Research and

Development
10.30 Morning Coffee
11.00 Hybrid Docking
Combining ligand and protein structure information for enhanced
virtual screening performance
¢ Use of the structure of a bound ligand to enhance molecular docking
performance
¢ Docking by smart overlay of ligand structure, scoring against the
protein structure
e Qverlay process that only takes account of relevant chemical
interactions
o Case study: DUD dataset results
Mark McGann, Principal Developer, OpenEye Scientific Software
11.40 GPCR Drug Design by Ligand Based NMR
Innovative applications of NMR methods to intact biological membranes
¢ Non-radioactive NMR binding assay for a G-protein coupled receptor
(GPCR)
¢ Method development on PKA
¢ Qualitative and fast analysis of INPHARMA data: cross-chemotype
alignments
e Case study: GPR40
Stefan Bartoschek, Senior Scientist, Sanofi-Aventis
12.20 Networking Lunch

1.20 Transforming GPCR Drug Discovery
Expediting the study of GPCRs
¢ Dramatically stabilising receptors
e The isolation of purified, stabilized and functional GPCRs
¢ Case study: the StaR technology and its uses in drug discovery
programmes
Benjamin Tehan, Senior Computational Chemist, Heptares Therapeutics

2.00 GPCR Models as Tools for Structure-Based Design

Construction, validation and use of GPCR models in project work

e New trends in GPCR model construction

¢ Model validation by single point mutagenesis and employment of
various biological assays

e Typical drawbacks and obstacles in GPCR modelling

¢ Application of GPCR models in agonist and antagonist lead
optimization

Christofer Tautermann, Computational Chemistry, Department of Lead

Discovery, Boehringer Ingelheim Pharma

FRAGMENT BASED DRUG DESIGN

KEYNOTE ADDRESS:
2.40 Better Leads with Fragment-Based Discovery/Design?
What's needed & how do we get there
e Atarget perspective: kinases, proteases, phosphodiesterases - and
now GPCRs
* An in silico perspective: what can be done, and how does it perform?
* A property and polypharmacological perspective
Jonathan Mason, Chief Scientist, Lundbeck Research & Head,
Computational Chemistry, Heptares Therapeutics

3.20 Fragment Optimisation
Experiences in progressing fragment hits to in-vivo leads
e Selecting fragments for progression
¢ Scaffold hopping and scaffold novelty
e Addressing selectivity and pharmacokinetic properties
e Case history: elaborating fragments hits to in vivo kinase inhibitors
lan Collins, Reader in Medicinal Chemistry, The Institute of Cancer
Research

4.00 Afternoon Tea

4.30 Optimising Fragments Using Structure-Based Drug Design
Case studies from many fragment to lead campaigns
e Application of fragment screening to hsp90
e The production of clinical candidates from fragment screening
e Stabilising the bound conformation - a secure way to affinity

optimisation

¢ Strategies for maintaining ligand efficiency
Chris Murray, VP, Discovery Technology, Astex Therapeutics

5.10 Fragment-Based Discovery of a Potent Inhibitor of the
Antiapoptotic Protein Bcl-x|
e "SAR by NMR" approach to fragment-based screening
e First and second site screen following by linking and HTOS
e Optimization of “linked” molecule driven by structure
e Case Study: discovery of ABT-737 for treatment of cancer
Andrew Petros, Associate Research Fellow, Fragment Screening and
Lead Characterization, Abbott

5.50 Chairman’s Closing Remarks and Close of Day One
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Chemical Computing Group provides state of the art drug discovery software. MOE delivers leading applications in protein
modeling, combinatorial library design and focusing, QSAR, bio and chemoinformatics and structure based drug design.
Platform independent application source code and an embedded programming language are also included, making MOE the
most complete and flexible solution available. PSILO is also available for protein-ligand structural information storage and
promulgation. For more information please visit www.chemcomp.com.
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OpenEye Scientific Software develops large-scale applications and toolkits for drug design and molecular modeling. The
software is designed for scientific rigor, speed, scalability and platform independence. Its primary aim is virtual screening and
lead-hopping. Areas of expertise include cheminformatics, conformer generation, docking, shape comparison, electrostatics,
crystallography and visualization. www.eyesopen.com

Tripos International helps researchers in the pharmaceutical industry accelerate the identification and optimization of new
compounds that have the potential to become drug products. Software solutions provide computational scientists with industry
leading capabilities to explore receptor- and ligand-based drug design, protein structure determination, and more. New releases
include Topomer Search (exceptionally fast 3D ligand-based virtual screening) and Topomer CoMFA® (effortless 3D QSAR].
www.tripos.com
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8.30 Re-registration & coffee 2.00

9.00 Chairman's opening remarks
Roderick E. Hubbard, Professor, University of York & Senior Fellow,
Vernalis

FRAGMENT BASED DRUG DESIGN

9.10 Experiences in Structure and Fragment-Based Discovery
Experiences in fragment-based discovery of lead series of compounds
¢ Working with fragments in biotech and academia
¢ What works and doesn’t work in structure-based design
¢ The importance of integration across structure, modelling and

chemistry

Roderick E. Hubbard, Professor, University of York & Senior Fellow,
Vernalis

2.40

9.50 Docking of Fragments into Receptor Structures
Evaluation of different methods and comparison with experimental
data
¢ Evaluation of pose prediction and enrichment
o Effect of re-scoring
e Influence of receptor structures and characteristics
e On improving structure-based virtual screening 3.20
Romano Kroemer, Head, Drug Design, Sanofi-Aventis

10.30  Morning Coffee 3.50

11.00 Growing Fragments at UCB
Successes and challenges in growing a fragment-based capability in a
Biopharma company
e Application to novel protein-protein interaction targets
¢ Exploiting the synergies between high affinity antibodies and small
molecules
¢ Using biologicals to help evolve fragments
Richard Taylor, Principal Scientist, Computer-Assisted Drug Discovery, 4.30
UCB Celltech

COMPUTER AIDED DRUG DESIGN

1140  'Fuzzy' Ligand- and Receptor-Based Virtual Screening Techniques
for Rapid Hit and Lead Finding
¢ 2D and 3D Pharmachophores
¢ De-Orphanization of Protein Targets
¢ Pseudoreceptors 450
¢ Case study: histamine H4 Receptor, APOBEC, PPAR )
Gisbert Schneider, Chair for Computer-Assisted Drug Design,
Eidgendssische Technische Hochschule Ziirich

12.20 Lead Optimisation Technologies
e Virtual screening with Topomer Search
¢ De-Novo Design
Senior Representative, Tripos
Speaker TBC

1.00 Networking Lunch 5.50

ROW - Reaction Oriented Workflows

Creating lead libraries by virtual synthesis based on the retrosynthetic
analysis of hit structures

e Structurally diverse libraries

¢ Synthetically feasible lead structures

¢ High optimization potential

Guido Kirsten, Application Scientist, Chemical Computing Group

Combining Simulation and Drug Design in GPCRS

e Large scale simulation of complex biomolecules is now possible over
significant time intervals

e Combining ligand-based and phenomenological models leads to better
compound selection

e Introducing clinical tissue samples at an early stage can clarify target
selection

e Case study: GPCRs APJ (Apelin] & 5HT1B

Robert Glen, Director of Chemistry, Unilever Centre for Molecular

Informatics, Cambridge University

Afternoon Tea

KEYNOTE ADDRESS:

System-Based Drug Discavery for Non-Oncology Kinase Targets

* Kinase affinity profiling and selectivity

¢ Case study: the contribution of rational design to the discavery of
kinase inhibitars far the treatment of inflammatory diseases

Paul Bamborough, Section Head: Computational Chemistry,

GlaxoSmithKline

Challenges of Kinase Inhibitors in Lead Optimisation

Approaches used to tackle selectivity issues in recent kinase lead
optimisation programmes

¢ Exploitation of structural information

¢ Review of computational approaches

¢ Challenges for the future

David Buttar, Associate Principal Scientist, AstraZeneca

ChEMBL: Open Source Chemogenomics Data

Data-mining and KDD approaches to make drug discovery and lead
optimisation easier

e Overview of ChEMBL tools and databases

e Applications of chemogenomic data in aiding drug design

e Case study: successes using ChREMBL

Anna Gaulton, Senior Data Integration and Development Officer,
European Bioinformatics Institute

Chairman’s Closing Remarks and Close of Conference

0712 or call +44 (

WHO SHOULD ATTEND:

Chief Executives, Vice Presidents, Heads, Directors, Scientists and
Project Leaders of:

Drug Design « Licensing Managers/Patent
Formulation/Pre-formulation Officers

Cheminformatics « Life Cycle Management
Computer Assisted Drug Design  « Global Alliances

Drug Development » Regulatory and Technical Affairs
Technology Assessment « Product Development

Business Development « Business Development
Discovery Chemistry » R&D, Strategic Planning and
Computational Biology Development

2009 DELEGATE BREAKDOWN:

Academic 5%
Scientists 20%

Section Heads 9%

Directors 14%
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HALF DAY POST-CONFERENCE WORKSHOP
Wednesday 24th February 2010
Crowne Plaza, St. James, London
8.30am - 1pm

Efficient Optimisation
Procedures for a Drug

Candidate Molecule

In association with:

Muscagen

Overview:

The workshop will focus on economic and highly efficient
optimisation procedures for a drug candidate molecule. It
will be taken for granted that early metabolic studies
involving liver microsomes and Ames tests have been
carried out. The programme concentrates on a number
of case studies demonstrating, accurate quantitative
models involving simple equilibria (binding constants
from membrane binding on receptors), steady state
equilibria  (ligand-receptor interactions involving
agonism] and rate processes (ligand-receptor
interactions ‘in vivo’, enzyme inhibition involving the b-
lactam potencies of penicillins, cephalosporins,). Are
there simple accurate transport models for determining
drug half-lives where kidney elimination is rate
dependent? The availability of X-ray data, species amino
acid differences, sub-receptor variations and simple
homology modelling is now extensive. The development
of sub-receptor selectivity becomes obvious, in principle.
Is random screening a largely irrelevant exercise? How
do we bring X-ray structures to life using ligand data? Is
‘loose’ binding a prerequisite of antagonism? What use
are X-ray structures when favourable entropy of
antagonist binding contributes 10,000-fold to the
potency?

Programme:
8.30 Registration and coffee

9.00 Welcome and Introductions:
9.10 Partition, Conformation, Interaction

9.30 Case Study | Guanine-Nucleotide-coupled
receptors

10.30 Morning Tea Break

11.30 Case Study Il Enzyme Inhibition
12.00 b-lactam antibiotics

12.45 Discussion session

1.00 Close of workshop

About the workshop leader:

Robin Davies has published some 35 papers
encompassing drug design and is the founder and CEO of
Muscagen, founded in 2000. Muscagen is a computation
based, rational drug discovery company. It uses analysis
of 3D protein structures, a proprietary model of receptor
action, and state-of-the-art software, to design
molecules which interact with receptors on the surface of
human cells in specific ways.

The objective is to produce candidate drugs for valuable
target markets from Llimited numbers of these
molecules. Its approach is potentially cost-effective,
efficient, reduces animal testing, and avoids likely side
effects. The company’s core activity is the design and
structural optimisation of potent molecules that show
highly selective receptor action. The synthesis and
testing of these molecules are not core activities of
Muscagen, and will be done in close collaboration with
industry partners.



PHARMACEUTICAL FORWARD PLANNER

30Sep/01 KOL Knowledge Leaders
05/06 Partnerships with CRO’s
12/13 Conducting Clinical Trials in Europe

21/22 Nutraceuticals & Functional Foods
26/27 Point of Care Diagnostics
28/29 European Pharmaceutical Pricing and

Reimbursement*
NOVEMBER 2009

16/17 COPD: Novel Therapeutics and
Management Strategies*

18/19 Cell Based Assays

25/26 Clinical Trials in CNS

) MBER 2009
02/03 Cold Chain Distribution
ANUARY 2010

18/19 Paediatric Clinical Trials
18/19 KOL Nordics*

20/21 Pre-filled Syringes
27/28 Electronic Laboratory Notebooks
BRUARY 2010
01/02 Biomarkers Summit
03/04 Adaptive Designs in Clinical Drug
Development
10/11 Parallel Trade

15/16 Stem Cells
22/23 Drug Design

MARCH 010

10/11 Imaging in Oncology

15/16 Pharmacovigilance

17/18 Superbugs & Superdrugs

24/25 Accelerating Patient Recruitment in

Clinical Trials

19/20 Asthma & COPD

21/22 Computer Systems Validation
26/27 High Throughput Screening
28/29 Controlled Release

MAY 2010

10/11 Generics, Supergenerics & Patient
Strategies
17/18 Clinical Trial Logistics

UN 010

07/08 Pain Therapeutics

14/15 KOL Europe*

17/18 Global Protein Summit

28/29 RNAIj, siRNA & miRNA

28/29 Pharmaceutical Portfolio &
Product Lifecycle Management

*These conferences will take place in mainland Europe.

SPONSORSHIP AND EXHIBITION OPPORTUNITIES
SMi offer sponsorship, exhibition, advertising and
branding packages, uniquely tailored to complement
your company's marketing strategy. Prime
networking opportunities exist to entertain, enhance
and expand your client base within the context of an
independent discussion specific to your industry.
Should you wish to join the increasing number of
companies benefiting from sponsoring our
conferences please call: Alia Malick on +44 (0) 20
7827 6168 or email: amalickf@smi-online.co.uk

Want to know how you can get involved?
Interested in promoting your pharmaceutical services
to this market?

Contact Margaret Mugema, SMi Marketing on
+44 (0) 20 7827 6072 or email:
mmugemafdsmi-online.co.uk




ADVANCES & PROGRESS IN DRUG DESIGN

Conference: 22nd & 23rd February, 2010, Crowne Plaza St James, London Workshops: Wednesday 24th February 2010, London

4 WAYS TO REGISTER

www.smi-online.co.uk/2010drugdesign.asp

FAX your booking form to +44 (0) 870 9090 712 POST your booking form to: Events Team, SMi Group Ltd, Great Guildford
PHONE on +44 (0) 870 9090 711 Business Square, 30 Great Guildford Street London, SE1 OHS, UK

( ) ( EARLY BIRD [] Book by 30th October to receive a £200 Early Bird Discount )
L DISCOUNT [_] Book by 30th November to receive a £100 Early Bird Discoun)
CONFERENCE PRICES
| would like to attend: (Please tick as appropriate) Fee Total
. y [] Conference and Half Day Workshop £1798.00 + VAT £2067.70
(" Unique Reference Number B [] Conference only £1299.00 +VAT £1493.85
 Our Reference LVU63 ) D Half Day Workshop only £499.00 +VAT £573.85

DELEGATE DETAILS PROMOTIONAL LITERATURE DISTRIBUTION

Please complete fully and clearly in capital letters. Please photocopy for additional delegates. l:‘ DIStrIbUtIOn Of your company S promotlonal

Title: Forename: literature to all conference attendees £999.00 +VAT £1148.85

Surname:

Job Title: GROUP DISCOUNTS AVAILABLE

Department/Division:

Company/Organisation: The Conference fee includes refreshments, lunch, conference papers and
Email: CD ROM containing all of the presentations.

\ J
Address:

VENUE crowne Plaza st James, Buckingham Gate, London SW1E 6AF

Town/City: [] Please contact me to book my hotel
Post/Zip Code: Country: Alternatively call us on +44 (0) 870 9090 711,
. . email: hotelsf@smi-online.co.uk or fax +44 (0) 870 9090 712
Direct Tel: Direct Fax: \ J
Mobile:

CD ROMS/DOCUMENTATION

| cannot attend but would like to purchase the following CD ROMs/paper copy

Switchboard:

Signature: Date: documentation: (Shipped 10-14 days after the event) Price Total
| agree to be bound by SMi's Terms and Conditions of Booking. l:‘ The Conference Presentations on CD ROM £499.00 +VAT £573.85
ACCOUNTS DEPT [] The Conference Presentations - paper copy £499.00 - £499.00

(or only £300 if ordered with a CD ROM)

Title: Forename: \_ J
Surname: PAYMENT
Email:
- Payment must be made to SMi Group Ltd, and received before the event, by one of the
Address [if different from abovel: following methods quoting reference U63 and the delegate’s name. Bookings within 7 days of
event requires a credit card as guarantee. Please indicate method of payment:
- [ ] uk BACS Sort Code 300009, Account 00936418
Town/City: [] Wire Transfer  Lloyds TSB Bank plc, 39 Threadneedle Street, London, EC2R 8AU
Post/Zip Code: Country: Swift (BIC): LOYDGB21013, Account 00936418
Direct Tel: Direct Fax: IBAN GB48 LOYD 3000 0900 9364 18
- . y, ] Cheque We can only accept Sterling cheques drawn on a UK bank.

. i [] credit card [JVisa [ MasterCard [] American Express
Tel'mS a nd CO nd IthI’\S Of BOOkI ng All credit card payments will be subject to standard credit card charges.
Payment: If payment is not made at the time of booking, then an invoice will be issued and must Card No: DDDD DDDD DDDD DDDD
be paid immediately and prior to the start of the event. If payment has not been received then credit
card details will be requested before entry to the event. CD ROMs will not be despatched until : DD DD f DD DD
payment has been received. Valid From / Expiry Date /

Substitutions/Name Changes: If you are unable to attend you may nominate, in writing, another DDDD - . L
delegate to take your place at any time prior to the start of the event. Two or more delegates may CVV Number 3 digit security on reverse of card, 4 digits for AMEX card

not ‘'share’ a place at an event. Please make separate bookings for each delegate.

Cancellation: If you wish to cancel your attendance at a Conference and/or Briefing and you are Cardholder’s Name:
unable to send a substitute, then we will refund/credit 50% of the due fee less a £50 administration
charge, providing that cancellation is made in writing and received at least 28 days prior to the

start of the event. Regretfully cancellation after this time cannot be accepted. We will however Signature: Date:
provide the Conference documentation on CD ROM to any delegate who has paid but is unable to -
attend for any reason. Due to the interactive nature of the Briefings we are not normally able to I agree to be bound by SMi's Terms and Conditions of Booking.

provide documentation in these circumstances. We cannot accept cancellations of orders placed T f .
for Documentation or CD ROM as these are reproduced specifically to order. If we have to cancel Card Bllllng Address (If different from above):
the event for any reason, then we will make a full refund immediately, but disclaim any further
liability.

Alterations: It may become necessary for us to make alterations to the content, speakers, timing,
venue or date of the event compared to the advertised programme.

Data Protection: The SMi Group gathers personal data in accordance with the UK Data Protection
Act 1998 and we may use this to contact you by telephone, fax, post or email to tell you about other VAT
products and services. Unless you tick here [] we may also share your data with third parties
offering complementary products or services. If you have any queries or want to update any of the oL H
data that we hold then please contact our Database Manager databasemanager@smi-online.co.uk VAT at 15% I_S Charged (_)n t_he ‘?ttendance fees for all de{egates' VAT is also Charged on CD
or visit our website www.smi-online.co.uk/updates quoting the URN as detailed above your ROMs and Literature Distribution for all UK customers and for those EU customers not

address on the attached letter. . . . .
J L supplying a registration number for their own country here:

If you have any further queries please call the Events Team on tel +44 (0) 870 9090 711 or you can email them at eventsf@smi-online.co.uk



