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D
rug discovery

�

Initial characterisation
�

P
re-clinical trials

�

R
egulatory approval sought to start

trials in hum
ans

�

C
linical trials P

hases I, II, III
�

S
ubm

ission of m
arketing/m

anufacturing 
authorisation application to regulatory authorities

�

R
egulatory authorities review

 
inform

ation and grant (or refuse) licences
�

P
roduct goes on sale

�

P
ost-m

arketing surveillance
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Library of com
pounds

�

In vitro screening: hum
an/anim

al
receptor/enzym

e assay; reporter system
�

H
ITS

 / LE
A

D
�

B
iochem

ical, tissue or anim
al m

odel of function
�

LE
A

D
�

A
nim

al m
odel of therapeutic target

�

A
D

M
E

, form
ulation, acute toxicology
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1) M
edian

levels of B
C

R
-A

B
L transcripts w

ere not significantly 
changed at the

tim
e

of resistance but7/55
patients show

ed
a >10-

fold increase
in

B
C

R
-A

B
L levels; 

(2) genom
ic am

plification of B
C

R
-A

B
L

w
as found

in 2/32
patients 

evaluated
by

fluorescence
in situ

hybridization;

(3)additional chrom
osom

al aberrations
w

ere observed
in 19/36

patients; 

(4)point m
utations

of the A
B

L tyrosine kinase dom
ain resulting

in
reactivation of the B

C
R

-A
B

L tyrosine kinase w
ere detected

in 
23/66

patients.
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C
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LU
S

IO
N

S
•

H
igh-throughput technologies alone are not likely to im

prove the 
productivity

of drug discovery research greatly.

•
T

he integration
of diverse discovery technologies is expected to have 

an increasingly im
portant role.

•
H

igh fall-out rates
of clinical candidates present a m

ajor problem
 for the 

pharm
aceutical industry at present.

•
T

here is a clear trend in the field to take ‘dow
nstream

’ com
pound 

characteristics
beyond potency into account as early as possible during 

the discovery process (especially A
D

M
E

param
eters).

•
E

xcellent opportunities for chem
oinform

atics to interface w
ith 

experim
ental discovery program

m
es: com

plem
entarity

of V
S

 and H
T

S
 

efforts in the early phases of drug discovery research. 

•
V

S
 has a natural tendency to aim

 at ‘rational’ reduction
in the num

ber 
and m

agnitude of experim
ents.
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