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Discontinued drugs in 2008:
oncology drugs

Robert Williams
Cancer Research UK, Drug Development Office, 61 Lincoln’s Inn Fields, London WC2A 3PX, UK

The failure of drug candidates in clinical development remains a critical issue
for the pharmaceutical and biotechnology industries. This article documents
those oncology drugs discontinued in 2008 and briefly reviews reasons for
termination of development. Source information was derived from a search of
the Pharmaprojects database for drugs reaching phase | - lll clinical trials.
Keywords: 1D09C3, 4-demethylpenclomedine, ARQ-171, AZD-4992, CNE-1010, DN-101,
FCE-28068, FCE-28069, folitixorin calcium, huMy9-6-DM4, INNO-305, mitumprotimut-T,
MLN-8054, N-acetylcysteine, PD-0325901, phosphomannopentaose sulfate, PI-166, SGX-523,

spisulosine, Symadex, tozasertib lactate, vatalanib, zanolimumab

Expert Opin. Investig. Drugs (2009) 18(11):1581-1594

1. Background

Information presented in the ‘discontinued drugs: oncology drugs’ series for the
past 2 years [1,2] has reported lack of efficacy as the major reason for failure of
drug candidates in clinical development for cancer. As has been previously discussed
in these reports, high attrition rates in clinical development are a critical problem
hampering productivity for the pharmaceutical and biotechnology industries.
However, a glimmer of light has perhaps been provided by a recent analysis (3] of
drugs entering clinical development during the period 1995 — 2007 indicating a much
lower overall clinical development attrition rate of 53% for molecularly targeted protein
kinase inhibitors. This current report provides a brief analysis of those candidates
for which development was reported to have been terminated in 2008.

2. Discontinued drugs

2.1 General overview

According to the analysis contained in Table 1, 24 drugs were dropped from the
oncology development pipeline in 2008. One of these molecules, N-acetylcysteine,
was, however, being developed as a supportive therapy and has not been considered
further in this analysis. Of the remaining 23 drugs (exactly the same number as
reviewed in the 2007 analysis), 12 were dropped in Phase I, 5 in Phase II and 6 in
Phase III. In keeping with previous analysis, a range of therapeutic modalities
including small molecules, antibodies and vaccines are represented in terminated
candidates from both large pharma and biotech pipelines. Table 2 summarises the
reasons for candidate termination from the 2006, 2007 and 2008 data sets.

2.2 Failures in Phase |

Termination of development was reported for 12 compounds in Phase I development.
A broad range of therapeutic modalities were represented in drugs terminated at
this stage. Reasons for discontinuation were not disclosed for five drugs: huMy9-
6-DM4 (antibody/cytotoxic molecule conjugate), CNF1010 (nanoemulsion deriv-
ative of 17-AAG), AZD-4992 (selective oestrogen receptor down regulator),
4-dimethylpenclomedine (aspartate carbamoyltransferase inhibitor) and an undis-
closed biological new molecular entity from Lilly. Three drugs were discontinued
for financial or strategic reasons. INNO-305, a vaccine comprised of four WT1
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