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14th Annual Advances and Progress in Drug Design

Day One | Monday 16h February 2015 WWW.dI'UQ- C

8.30 Regisfration & Coffee

PHARMACOKINETICS, POLYPHARMACOLOGY
& METABOLISM IN DESIGN

9.00 Chairman's Opening Remarks
Dr Hugo Gufierrez de Teran, Senior Researcher, Division of

Computational and Systems Biology, Uppsala University 200 Predicting protein structure, ligand binding and receptor selectivity
on GPCRs
e * The GPCR-ModSim web server has been recently upgraded to
OPENING ADDRESS account for novel templates and modelling strategies, which will
910 Compound Design and Analysis Using Integrated be here presented and discussed
Chemical and Biological Information .0 tational protocoks to i toate GPCRs includ
¢ How tfo use integrate bioactivity information and gene expression ur compuiationdl profocols fo investigare s incluae a
data for mode-of-action analysis new method to predict site-directed mutagenesis effects on
* How fo use infegrated biological and chemical data ligand binding, based on free energy calculations
for compound selection and drug repurposing . - .
« How o use infegrated data sources for safety * We will show recent applications on the adenosine receptors
assessment and scaffold prioritization family: successful prediction of mutagenesis effects
An.dreq.s Bender, Lepfurer for Molecular Informatics, on the A2A adenosine receptor, as well
University of Cambridge ) ]
as on the design of adaptive scaffolds for each
9.50 S'TPUCTfo? bagedlde:ign F?I;EQDEzh _ig!?ibit%rs boen idenifiod of the four members of this family of GPCRs
* Potent and selective inhibitors have been identifie . :
« Structure based design was crucial for their identification Dr Hugo Guhgrrez de Teran, Senpr Researcher, D'V'_S'on .
* Modeling approaches of increasing sophistication will be of Computational and Systems Biology, Uppsala University
discussed
Gary Tresadern, Principal Scientist, Computational
Chemistry, Lead Discovery, Janssen Research 240  Afternoon Tea
and Development
1030 Morming Coffee 3.10 Identification of d‘rug cqndidt:fies using network pharmacology
based computational modelling
11.00 Creating Foqused Mutant Libraries for Prgtein Engir)eering . * Biology and disease are complex systems that can be modelled
o . Computqhqnol opprqoch for colgplo’rmg mutation freguenqes as networks of inferacting proteins.
a2z - and predicting mutation probabilties for sequence residue sites ) . T .
E_’jléhg  Apply mutation probabilities to efficiently sample and reduce the * Network science allows the identification of key proteins that can
Egéi sequence search space . . be perturbed for maximum system level effects.
Uo0:  * Enrich the number of actives by generating virtual focused « Propriet h inf tics tooks al
2 protfein and antibody libraries for rational biologics design roprietary chemointormatics 1oois allow
3 Paul Labute, President and CEO, Chemical Computing Group e-Therapeutics o identify compounds that inferact
- X . . with those sets of key proteins, and hence which are
11.40 Application of computational structural biology tools in ) . .
biotherapeutics discovery likely to show phenotypic activity
* Key challenges in biotherapeutics discovery Ben Allen, Computational Research Scientist, e-Therapeutics
* How is structural information useful in facing these
challenges .
« Case studies in applying structural bicinformatics fo 3.50  PANEL DISCUSSION
these challenges How have computational and predictive fools matured for the
* Future perspective licati f drug di ”
Sudharsan Sridharan, Scientist, Medimmune Lid UDRICOIONIOICRYICISCONE
* Dr Hugo Gutierrez de Teran, Senior Researcher, Division of
1220  Networking Lunch Computational and Systems Biology, Uppsala University

* Paul Labute, President and CEO, Chemical Computing Group
» Gary Tresadern, Principal Scientist, Computational Chemistry,
Lead Discovery, Janssen Research and Development

KEYNOTE ADDRESS
1.20 The ABC of kinase conformations - Interplay of conformation,
sequence and ligand binding

» On the basis of a structure based sequence dlignment a universal
residue nomenclature is proposed. In this talk a comprehensive
classification of kinase domain conformations with a small set of 430
clusters is presented.

« Stabilization of the active conformation, as well as inactivation by
displacement of helix-C or the activation loop s linked to the 4.45
interaction between helix-C and the DFG mofif.

* We show that the conformation of the DFG mofif is tightly
conelated with the propensity of helix-C displacement

Henrik Moebitz, Investigator, Novartis 6.00

Chairman'’s Closing Remarks and Close of Day One

CHEMICAL
COMPUTING

GROUP
Scalable Software. Scalable Science.

Drinks Reception sponsored by
Chemical Computing Group

Close of Drinks Reception
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esign.co.uk Day Two | Tuesday 17th February 2015

8.30 Regisiration & Coffee

STRUCTURE BASED DRUG DESIGN

-

9.00 Chairman's Opening Remarks

Andreas Bender, Lecturer for Molecular Informatics, University of e

Cambridge 120 Siructure-Based Identification and Opfimization of MK2 Inhibitors
« X-ray crystallography guided the identification of a novel series of
MK2 nititors
OPENING ADDRESS * Optimization of the Lead focused on improvement of DMPK
9.10 Rational GPCR drug discovery? properties o

* Successful application of ligand-based and structure-based
computational approaches for the rafional design of novel
GPCR antagonists

* Designing novel and improved allosteric GPCR modulators
through a computationally integrated design strategy

* Opportunities and challenges that must be addressed
to enhance our GPCR rational design capabilities

Dr Zara Sands, Principal Scientist, Medicinal Chemistry,

UCB BioPharma

* SBDD drove identification of a sub-series with relatively
high cellular activity
Arthur Oubrie, Chief Scientific Officer, Lead Pharma

200 Molecular dynamics and drug design
* Recent applications of endpoint free-energy computational
methods such as molecular mechanics Poisson-Boltzmann

surface area (MM-PBSA) and generalized Born surface area
9.50 Fragment Based Design of Protein-Protein Interaction Antagonists
* X-ray and biophysical fragment screening of protein-protein
inferaction targets
* Structure based driven optimisation of mM fragment
into potent lead molecules
* Development of potent dual antagonist of XIAP

(MM-GBSA) and linear response methods

¢ Recent progress in steered molecular dynamics applied to drug
design

Francesca Deflorian, Senior Computational Chemist, Heptares

and CIAPT Therapeufics
Gianni Chessari, Director, Computational Chemistry,
Astex Pharmaceuticals 240  Afternoon Tea
1030 Morning Coffee 3.10 Siructure-based Design of Kinase Inhibitors
KEYNOTE ADDRESS * Kinases represent a target class of high therapeutic interest in
11.00 Building a Robust Technology Pipeline for Robust Fragment Based oncology and beyond
Drug Discovery « The advances of sfructural biology and the availability of a wide
The keys to successful FBDD are: . . .
« Orthogondiity variety of X-ray structures of farget and antitarget kinases
« High quality protein preparations significantly facilifated the development of new kinase inhibitors
* Availability of structural information - from multiple * Fundamentals and structure-based design of various novel kinase
methods . . - "
e CE e e Oess 7T inhibitors will be discussed. In addition, a case study on the
development of novel, highly selective Rho-kinase E
1140 NMR-based fragment screening and validation for novel kinase inhibitors will be presented
and phosphatase targets Oliver Plettenburg, Head of Biosensors & Chemical
* Are there novel ways to inhibit kinase fargets? Probes, Sanofi
» Could phosphatases become druggable targets? robes, sanal
* Can novel lipid binding sites be identified in fargets including
proteases? 3.50 Using Chemical and Biological Information for Compound
¢ Can native membrane:protein targets be isolated? Selection and Prioritization
The methods involved include: . ) . )
« NMR spectroscopy based fragment screening » Data-driven discovery - Addressing how modelling
* MODA-based prediction of membrane binding sites ’ ? can actually impact drug discovery e
* Styrene maleic acid polymer-based protfein extraction Richard Lewis, Executive Director, Computer-Aided
Michael Overduin, Professor of Structural Biology, / . .
University of Birmingham 3 &’ Drug Design, Novartis
1220 Networking Lunch 430 Chairman’s Closing Remarks and Close of Day Two
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HALF-DAY POST-CONFERENCE WORKSHOP
Wednesday 18th February 2015

8.30am - 12.30pm
Marriott Regents Park Hotel, London, UK

Fragment-Based Lead Discovery:
Issues and Applications

Workshop Leader:
Dr Stephen Roughley, Principal Scientist, Medicinal
Chemistry, Vernalis (R&D) Lid.

Overview of workshop:

This workshop will provide an introduction to
Fragment-based Lead Discovery  (FBLD),
addressing theoretical and practical aspects of
the process from library design fo screening and
low affinity hit elaboration and evolution to high
potency hits and leads. The course will cover
experimental techniques, target applicability and
infegration with other hit identification strategies
and adyvice on avoiding the more common pitfalls
which may be encountered.

Key Benefits of Attending:

This course is suitable for researchers who are
currently using, or who wish to use, Fragment
Based Lead Discovery (FBLD) methods to identify
and opftimise Hits and Leads in a Drug Discovery
program. It is also suitable for those who are
developing compound libraries for use in FBLD
campaigns, and for anyone with an interest in
infegrating FBLD approaches with existing hit
identification and lead optimisation strategies

Agenda:
8.30 Registration and Coffee

9.00 Infroduction

9.10 Overview & Perspective
10.00 Case Studies

10.30 Coffee Break

11.00 Applications and Issues
12.00 Discussion and Q&A

12.30 End of Workshop

About the workshop host:

Stephen D. Roughley obtained his M.A.

in 1995 and Ph.D. (with Prof. Andrew B.

Holmes, on the modeling and
application of nitrone cycloaddition
reactions to the synthesis of
histrionicotoxin alkaloids) in 1999 from

the University of Cambridge, U.K, undertaking
placements in Medicinal and Process Chemistry
Departments at GlaxoWellcome. In 1999, he
joined RiboTargets (later Vernalis) as a medicinal
chemist, where he has been involved in drug
discovery and technology programs in anfi-
infective, CNS, and oncology disease areas.
Following a secondment in NMR-based fragment
screening, he returned to medicinal chemistry as
a Principal Scientist and maintains a broad range
of interests in drug discovery technologies,
medicinal and synthetic chemistry, and
cheminformatics.

About the organisation:

Vernalis is a world leader in O .
structure and fragment-based drug (& Vernalis
discovery, with an excellent track record for
innovation and delivery of clinical candidates in a
range of therapeutic areas. We have one product
on the market, three programmes in Phase |
clinical frials and a broad pipeline o(candidates
derived from successful collaborations with a
number of global pharmaceutical businesses and
from our own research activities.



Sponsored by

CHEMICAL
COMPUTING
GROUP

Scalable Software. Scalable Science.

CCG (Chemical Computing Group) is a
leading supplier of software solutions for life
sciences. With a proven ftfrack record in
scientific innovation, CCG continues to
provide state-of-the-art applications in drug
discovery to pharmaceutical, biotechnology
and academic researchers. CCG's software
platform is the Molecular Operating
Environment (MOE) which is used by
computational chemists, medicinal chemists
and biologists in the major pharmaceutical
and biotechnology companies throughout
the world. CCG has a very strong reputation
for  collaborative  scientific  support,
maintaining support offices in both Europe
and North America. Founded in 1994, CCG is
headquartered in  Monfreal, Canada.
www.chemcomp.com

Drug Design Facts:

Who should attend this conference:

You should attend this event if you work in
the Pharmaceutical Industry/Academia with
responsibilities in:

e Sfructural Biology * Molecular

* Molecular Interaction
Informatics * Drug Discovery

¢ Drug Design and Design

« CADD * Screening

* Molecular Science

¢ Medicinal Chemistry  Job fitles include:

* Modeling * Computational

* Remodeling Chemist

* Medicinal Chemistry ¢ Senior Scientist

* Receptor Biology ¢ Lead Generation

¢ Discovery Chemistry e Research Scientist

* Profein Technologies ¢ Research Fellow

¢ Pharmacology ¢ In-siico medicinal

* Molecular Science chemist

* Crystallography e Research

e Structure and investigator
Informatics

This year's programme places equal

emphasis on CADD, SBDD, FBDD and

pharmacokinetics, polypharmacology and
metabolism. Pharma industry speakers and
leading academics will be sharing their
research, challenges and solutions to issues in
drug design.

We aim to deliver more diversity this year from
big pharma companies to small biotechs, in
addition to renowned academics.

SPONSORSHIP AND EXHIBITION
OPPORTUNITIES

SMi offer sponsorship, exhibition, advertising
and branding packages, uniquely tailored to
complement your company’s markefing 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 caill:

Alia Mdlick on +44 (0) 20 7827 6168 or
email: amalick@smi-online.co.uk




ADVANCES AND PROGRESS IN DRUG DESIGN

Conference: Monday 1éth & Tuesday 17th February 2015, Marriott Hotel Regents Park, London, UK Workshops: Wednesday 18th February 2015, London

4 WAYS TO REGISTER

www.drug-design.co.uk

FAX your booking form to +44 (0) 870 9090 712 POST your booking form to: Events Team, SMi Group Ltd, 2nd Floor
PHONE on +44 (0) 870 9090 711 South, Harling House, 47-51 Great Suffolk Street, London, SE1 0BS, UK
( Y[ EARLY BIRD D Book by 31st October to receive £300 off the conference price
L DISCOUNT [] Book by 28th November to receive £100 off the conference price )
\ y CONFERENCE PRICES
(" Unique Reference Number h . . .
| would like to attend: (Please fick as appropriate) Fee Total
\_Ovr Reference LVP-129 J | [ Conference and Workshop £2098.00 +VAT £2517.60
DELEGATE DETAILS [] Conference only £1499.00 +VAT £1798.80
Workshop only £599.00 +VAT £718.80
Please complete fully and clearly in capital letters. Please photocopy for additional delegates.
Title: Forename: PROMOTIONAL LITERATURE DISTRIBUTION
Surname: [] Distribution of your company’s promotional
Job Title: literature fo all conference attendees £999.00 + VAT £1198.80
Department/Division: The conference fee includes refreshments, lunch, conference papers, and access to the

Document Portal. Presentations that are available for download will be subject to

C O isation:
ompany/Organisation distribution rights by speakers. Please note that some presentations may not be available

Email: for download. Access information for the document portal will be sent to the e-mail
Company VAT Number: address provided during registration. Details are sent within 24 hours post conference.
Address: \ J

DOCUMENTATION

Town/City:
Post/Zip Code: Country: | cannot attend but would like to purchase access to the following Document
Direct Tel: birect Fax: Portal/paper copy documentation . Price Total
- [] Access to the conference documentation
Mobile: on the Document Portal £499.00 +VAT £598.80
Switchboard: [] The Conference Presentations — paper copy £499.00 - £499.00
(or only £300 if ordered with the Document Portall)
Signature: Date: Y y

| agree to be bound by SMi's Terms and Conditions of Booking.

ACCOUNTS DEPT PAY MENT

Title: Forename:

Payment must be made to SMi Group Ltd, and received before the event, by one of
Surname: the following methods quoting reference P-129 and the delegate’s name. Bookings
made within 7 days of the event require payment on booking, methods of payment
are below. Please indicate method of payment:

[] uk BACS Sort Code 300009, Account 00936418

[] wire Transfer Lloyds TSB Bank plc, 39 Threadneedle Street, London, EC2R 8AU
Swift (BIC): LOYDGB21013, Account 00936418

Email:

Address (if different from above):

Town/City:
IBAN GB48 LOYD 3000 0900 9364 18
Post/Zip Code: Country: [] cheque We can only accept Sterling cheques drawn on a UK bank.
Direct Tel: Direct Fax: [] Credit Card [ Visa [ MasterCard [ American Express
\_ Y, All credit card payments will be subject to standard credit card charges.

VENUE mariott Hotel Regents Park, 128 King Henry's Road, London, NW3 3ST Card No: I:”:”:":‘ I:”:'E”:‘ I:'[”:”:‘ DI:“:‘D
[ ] Please contact me to book my hotel Valid From DD/DD Expiry Date DD/DD

Alternatively call us on +44 (0) 870 9090 711,
email: hotely;@smi-online.co(.uz( or fax +44 (0) 870 9090 712 CVV Number DDDD 3 digit security on reverse of card, 4 digits for AMEX card

Cardholder’'s Name:

|(
.

Terms and Conditions of Booking

Payment: If payment is not made at the time of booking, then an invoice will be issued and must be Siganure; Date:
paid immediately and prior to the start of the event. If payment has not been received then credit

card details will be requested and payment taken before entry fo the event. Bookings within 7 days | agree to be bound by SMi's Terms and Condiitions of Booking.

of event require payment on booking. Access fo the Document Portal will not be given until payment

has been received. Card Billing Address (If different from above):

Substitutions/Name Changes: If you are unable fo attend you may nominate, in witing, another
delegate to take your place at any time prior to the start of the event. Two or more delegates may
not ‘share’ a place at an event. Please make separate bookings for each delegate.

Cancellation: If you wish to cancel your attendance at an event and you are 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 wrifing and received af least 28 days prior to the start of the event.
Regretfuly cancellation after this time cannot be accepted. We will however provide the
conferences documentation via the Document Portal to any delegate who has paid but is unable
to attend for any reason. Due fo the interactive nature of the Briefings we are not normally able to
provide documentation in these circumstances. We cannot accept cancellations of orders placed
for Documentation or the Document Portal as these are reproduced specifically fo order. If we have
to cancel 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 fo make dlterations to the contfent, speakers, timing, V AT
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 fo tell you about other VAT at 20% is charged on the attendance fees for all delegafes. VAT is also chorged on live

products and services. Unless you fick 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 data that Streaming, on Demand, Document portal and literature distribution for all UK customers and

we hold then please contact our Database Manager databasemanager@smi-online.co.uk or visit ; . : :
our website www.smi-online.co.uk/updates quoting the URN as detailed above your address on the for those EU Customers not supplylng aregistration number for their own country here.

attached letter.

7’
.

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




