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Early Examplel1984

A 1, 2, 4triglycidylurazol- 0
Limited solubility & stability %
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Cancer Chemother Pharmacol (1984) 12: 198—200 ancer
hemotherapy and
harmacology

© Springer-Verlag 1984

The analysis and animal pharmacokinetics of 1,2,4, triglycidyl urazol
using a high-pressure liquid chromatographic technique

J. Welsh!, J. F. B. Stuart2, A. Setanoians’, R. G. G. Blackie!, P. Billiaert':2, G. Halbert!, and K. C. Calman’

! Department of Clinical Oncology, University of Glasgow, 1 Horselethill Road, Glasgow G12 9LY, Scotland
2 Department of Pharmaceutics, University of Strathclyde, Glasgow, Scotland
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EarlyProjects

A Many and varied
Exact number unknown Chemical Stability Lyophilised RH1
A Small molecules N

CH CH .
B [ Mannitol
N N N A T
HOH,C™~ \|( \( " CH,0H HsC N ‘_;
-8
N\(N

Dextran

N CH,OH -8
HOH,C™~ N\CH3 v o} 10
Cyclodextrin
Trimelamol RH1
11 . Y . ] . . . !
3 3.2 34 36 a8
1T x 10°K™
o/\/\/\/\/\/\/\/\
O
o f \ /
J N
Limonene SRI 62 834 : - % CANCER
oy - RESEARCH
Hhefs UK



Universityof %

Strathclyde

ClinicalTrials

A 1, 2, 4triglycidyl
PR AR

uraqu A E“g'b'“ty Colorectal 8
A Startmg Dose criteria Gastric 3
30mg/n¥ escalated Proven cancer, NSCLC 2
to 900mg/m refractory to Melanoma 2
A Toxicity treatment, no Merkelcell 1
. carcinoma
A Myelosuppression ~ conventional Bancreafic
. hausea, t_herapy, >19rs . Renal
vomiting, phlebitis ~ /Ifé expectancy >
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Commonlssues

A Pharmacology
Cytotoxic chemotherapy
Limitedadministration
A Majority of formulations injections
A Drug solubility
Range of formulation techniques applied
A Drug stability
Hydrolyticg lyophilisation
Non-hydrolyticc physicochemistry
A General trials
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A Imatinibc 2001
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THERE IS NEW AMMUNITION
IN THE WAR AGAINST

GANGER.

Chromosome 9 Chromosome breakage
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VeryDifferent Drugs

Imatinib

nilotinib

sorafenib

Solubility 200mg/ml
Oral Bioavailability 98%

Solubility sparingly

Oral Bioavailability 31%

Solubility (1:2 DMSO:PBS) 0.3mg/ml
Oral Bioavailability 50%

('% CANCER

RESEARCH



