CANCER RESEARCH UNIT

Head of Department: Professor J Double

Following the merger between War on Cancer and the CRC, a more formal research structure more in line with other CRC supported Units was introduced.  Although our overall research objectives remain the same we now have “team leaders” responsible for specific areas of research.  

Dr Michael Thompson is responsible for Molecular Pathology.  His main research efforts are concentrated on identifying new molecular targets for therapeutic exploitation but more importantly he is validating these in our laboratory models and in clinical material made possible by our close links with the Bradford Royal Infirmary.  

Dr Roger Phillips is responsible for Molecular and Biochemical Pharmacology.  For several years Roger has been evaluating the tumour microenvironment as a potential target for therapeutic intervention.  Inner areas of tumours are poorly supplied with blood and nutrients and in adapting to these abnormal conditions tumours tend to over express certain enzymes that may be potential targets for new anticancer drugs.  His results are very encouraging and in collaboration with Dr Derek Maitland from Chemistry and Forensic Science and a group from Manchester are developing a new series of drugs that should be selectively activated in the tumour microenvironment.

Dr Paul Loadman is the team leader responsible for pharmacokinetics and drug metabolism.  This has always been a key area of our work, as it is crucial to know how long drugs stay in the body and whether or not they are changed by the body.  However, this area has also taken on a new importance as in modern anticancer drug development, we are much more confident of the identity of the drug target and we now have the potential to measure how much drug is in the body but does it reach and react with its target in the expected way.  The purchase of a bench top mass spectrometer will greatly aid Paul in this area of research.  

Professor Bibby and myself are jointly responsible for the experimental therapeutics team.  One of our major aims in this area is to ensure that the model system that we use are real models of the clinical situation, particularly in terms of target expression and we work closely with Dr Mike Thompson in this area.  We are also trying to refine our models, both in vitro and particularly in vivo, so that meaningful data can be reliably produced using fewer animals.  The hollow fibre technique is looking particularly promising, using this technique tumour cells with defined targets can be implanted into mice and target interaction measured in a very clean and humane way.  

Academic Staff of the Unit have been involved in several major international meetings this year.  All of the Unit’s academic staff presented papers at the AACR annual meeting in San Francisco in March and the British Cancer Research meeting in Brighton in July. 

In this time period the research of the Unit has resulted in the publication of 12 academic journal papers and 12 conference presentations. 

Publications 

Articles in Refereed Journals

PREST SJ, REES RC, MURDOCH C, MARSHALL JF, COOPER PA, BIBBY M, LI G,

ALI SA

Chemokines induce the cellular migration of MCF-7 human breast carcinoma cells: Subpopulations of tumour cells display positive and negative chemotaxis and differential in vivo growth potentials.  Clinical & Experimental Metastasis (1999) 17: 389-396  (August)

BURGER AM, JENKINS TC, DOUBLE JA, BIBBY MC
Cellular uptake, cytotoxicity and DNA binding studies of the novel imidazoacridinone antineoplastic agent C1311.  British Journal of Cancer (1999) 81: 367-375 (September)

PHILLIPS RM, NAYLOR MA, JAFFAR M, DOUGHTY SW, EVERETT SA, BREEN AG, CHOUDRY GA, STRATFORD IJ

Bioreductive activation of a series of indolequinones by human DT-diaphorase: Structure-activity relationships. Journal of Medicinal Chemistry (1999) 42: 4071-4080 (October)

LOADMAN PM, BIBBY MC, DOUBLE JA, AL-SHAKHAA WM, DUNCAN R
Pharmacokinetics of PK1 and doxorubicin in experimental colon tumor models with differing responses to PK1. Clinical Cancer Research (1999), 5: 3682-3688 (November)

GROSIOS K, HOLWELL S, McGOWN AT, PETTIT GR, BIBBY MC

In vivo and in vitro evaluation of combretastatin A-4 and its sodium phosphate prodrug. British Journal of Cancer (1999), 81: (8), 1318-1327 (December)

GROSIOS K, LOADMAN PM, SWAINE DJ, PETTIT GR, BIBBY MC
Combination chemotherapy with combretastatin A-4 phosphate and 5-fluorouracil in an experimental murine colon adenocarcinoma.  Anticancer Research (2000) 20: 229-234 (January)

LOADMAN PM, PHILLIPS RM, LIM LE, BIBBY MC
Pharmacological properties of a new aziridinylbenzoquinone RH1 (2,5-diaziridinyl-3-(hydroxymethyl) -6-methyl-1,4-benzoquinone)in mice

Biochemical Pharmacology (2000), 59: 831-837 (April)
SAUNDERS MP, JAFFAR M, PATTERSON AV, NOLAN J, NAYLOR MA, PHILLIPS RM, HARRIS AL, STRATFORD IJ

The relative importance of NADPH;cytochrome C(P450) reductase for determining the sensitivity of human tumour cells to the indolequinone EO9 and related analogues lacking functionality at the C-2 and C-3 position.  Biochem. Pharmacol. (2000) 59: 993-996 (April)

PATTERSON LH, MCKEOWN SR, RUPARELIA K, DOUBLE JA, BIBBY MC, COLE S, STRATFORD IJ

Enhancement of chemotherapy and radiotherapy of murine tumours by AQ4N a bioreductively activated anti-tumour agent.

British Journal of Cancer (2000), 82: 1984-1990 (June)

AITKEN RA, BIBBY MC, COOPER PA, DOUBLE JA, LAWS AL, RITCHIE RB, WILSON DWJ

Synthesis and antitumour activity of new derivatives of flavone-8-acetic acid (FAA). Part 4:Variation of the basic structure  Arch. Pharm. Pharm. Med. Chem (2000) 333: 181-188 (June)

THOMPSON MJ, ABDUL-RAHMAN S, BAKER TG, RAFFERTY JA, MARGISON GP, 

BIBBY MC

The role of O6-alkylguanine-DNA alkyltransferase in the resistance of mouse spermatogenic cells to O6-alkylating agents. J Rep Fertil. (2000), 119:339-346 (July)

SWAINE DJ, LOADMAN PM, BIBBY MC, GRAHAM MA, PATTERSON LH
High-performance liquid chromatographic analysis of AQ4N an alkylaminoanthraquinone N-oxide. Journal of Chromatography B (2000), 742: 239-245

Refereed Conference Publications

CHOUDRY GA, PHILLIPS RM, HAMILTON-STEWART PA, FLANNIGAN GM, SHAH T, GANTA S, BROWN JE
Enzyme-activated pro-drug therapy for bladder cancer.  British Journal of Urology (1999) 83: S4, pp42
STEANS G, LOADMAN PM, MAITLAND DJ, PHILLIPS RM

Synthesis and anti-cancer activity of DT-diaphorase activated naphthoquinone pro-dgrus and comparison with EO9.  British Journal of Cancer (2000), 83: pp70

MINCHER DJ, KAY G, MCDONALD JEL, TURNBULL A, BIBBY MC, DOUBLE JA, 

Design, synthesis and development of novel inhibitors of human DNA-topoisomerase.  British Journal of Cancer (2000), 83: pp69
MINCHER DJ, TURNBULL A, PETTERSSON S, BIBBY MC, DOUBLE JA
Novel dual topoisomerase (I and II) inhibitors displaying high selectivity in colon carcinoma..  British Journal of Cancer (2000) 83: pp69

MIKATY R, LOADMAN PM

Factors influencing the pharmacodynamics of the HPMA doxorubicin copolymer, PK1.  British Journal of Cancer, (2000) 83: pp68
GANTA S, THOMPSON MJ, CHOUDRY GA, BRADLEY C, FLANNIGAN GM, BIBBY MC

Role of the FAS/FASL pathway in hormone resistant prostate cancer. British Journal of Cancer (2000), 83: pp63
JARVIS MC, BIBBY MC, BAOKBAH TA, HUSSAIN NB, GANTA S, THOMPSON MJ

PPAR( expression in the normal and neoplastic human bladder and prostate and its potential as a novel therapeutic target.  British Journal of Cancer (2000), 83: pp23
THOMPSON MJ, PARKINSON C, BERNEY DM, COLVILLE C, BIBBY MC
HMLH1 and HMSH2 expression in pre- and post-chemotherapy clinical testicular tissues. Proc Am Assoc Cancer Res (2000) 41: pp273 March
HOLWELL SE, PETTIT GR, BIBBY MC
Anti-vascular and anti-tumour effects of combretastatin A1 prodrug. Proc Am Assoc Cancer Res (2000) 41: pp214,  March

LOADMAN PM, BIBBY MC, SWAINE DJ, BRADLEY C, DENT J, PERREN TJ, 

Pharmacokinetics of epirubicin in a Phase II study of taxotere in combination with epirubicin and fluorouracil in patients with recurrent or metastatic breast cancer. A Yorkshire collaborative breast cancer study. Proc Am Assoc Cancer Res (2000) 41: pp607, March

KNOWLES HJ, PHILLIPS RM

Identification of potential molecular targets within the microenvironment of multicellular spheroids using differential display. Proc Am Assoc Cancer Res (2000) 41: pp580, March
ZAFFARONI N, VILLA R, DE MARCO C, DOUBLE JA, DAIDONE MG

Effects of C1311 in human tumour cell lines: cytotoxic activity, cell cycle disturbance and induction of apoptosis. Proc Am Assoc Cancer Res (2000) 41: pp824, March
