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Discontinued drugs in 2007:
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Robert Williams
Drug Development Office, Cancer Research UK, 61 Lincoln’s Inn Fields, WC2A 3PX, London, UK

This perspective is part of an annual series of papers discussing drugs dropped
from clinical development in the previous year. Specifically, this paper focuses
on the 28 oncology drugs discontinued in 2007. Information for this perspective
was derived from a search of the Pharmaprojects database for drugs discontinued
after reaching Phase | - Il clinical trials.
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1. Background

The article titled ‘Discontinued drugs in 2006: oncology drugs’ (1] in 2007
reported lack of efficacy as the principal reason for failure of drug candidates in
clinical development for cancer. High attrition rates in clinical development are a
critical problem for the pharmaceutical and biotechnology industries and recent
data suggest that in the oncology area candidate failure rates are increasing with a
paltry 3.2% of drugs entering Phase I actually reaching the market [21. This snapshot
report documents those candidates for which development was reported to have
been terminated in 2007 and provides a brief analysis of the reported data.

2. Discontinued drugs

2.1 General overview

According to the analysis contained in Table 1, 28 drugs were dropped from the
oncology development pipeline in 2007. However, 2 of these molecules were
supportive therapies (HE-2100 and CB-001) and 3 were discontinued for failure
in clinical trials outside of the oncology area (Incyclinide, Semapimod and Visilizumab).
These drugs have not been considered further in this analysis. Of the remaining
23 drugs 9 were dropped in Phase I, 10 in Phase II and 4 in Phase III. In
keeping with the 2006 analysis a broad range of therapeutic modalities is repre-
sented in terminated candidates from both large pharma and biotech pipelines.
Table 2 details the reasons for candidate termination from both the 2006 and
2007 data sets.

2.2 Failures in Phase |

Termination of development was reported for nine compounds in Phase I
development. Of these drugs five were protein kinase inhibitors (AG-24322,
CE-245677, CEP-7055, CP-868596 and VX-667). The Aurora kinase inhibitor
VX-667 failed to meet pharmacokinetic objectives whereas the VEGF receptor
kinase inhibitor CEP-7055 was reported as not showing activity. Reasons for
discontinuation of development of AG-24322 (cyclin-dependent kinase or CDK
inhibitor), CE-245677 (Tie-2 and TRK/B inhibitor) and CP-868596 (platelet-derived

growth factor or PDGF receptor kinase inhibitor) were not disclosed. Reasons for
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