
pproach method development  with the intention of us' 
bility  assessment as a final application, after the 

roach entails determining the discriminatin 
front before  investing  time and money in evaluating other 

analytical parameters prior to assessin the stability-indicating element of the 
method. 

G is the method of choice for stability-in ' 

, although thin-layer chromatography 
, and capillary electrophoresis (CE) are als 

ith ionic  suppression account 
ies for small  molecular we 

suited for applications in r 
ditional applications may  be  in  cleani 
er  techniques  such as titration and 
release testing, are generally  considere 

nons  ecific and thus are  not considered for stability assessment. 
ed  with  finding or developing a method, one  or  two 
on the nature of the chemical entity: modification 
used  when there is i n f o ~ a t i o n  or a method already 

ase, the existing method is  modified or tweaked to 
1s may or may not be suitable; if not, de~elopment 

he  goals of the separation should also 

roperties of the APZ is invaluable to the method 
n on the various properties has been  collected, 

either through a systematic program of generating the appropriate infor~ation 
in support of drug discovery (organic chemistry  synthesis) on the one hand, or 
on the other, from a search of the literature or from company drug profiles, spectral 
libraries, or reports. Information such as dissociation constants, partition 
coefficients,  fluorescent properties (if any), chromatographic behavior, 
spectrophoto~etric properties, oxidation-reduction potentials, for~ulation stability 
studies, and solubility studies are all  very  useful and can expedite the develo~ment 

issociation constant and partition coefficients can be used to develop  efficient 
liquid/liquid extraction procedures, and data on fluo~escence, spectrophoto~etric, 
chromatographic, and oxidation-reduction properties can be  used to determine 
the best  means of meas~ring and quantifying the analyte of interest. Stability  studies 
are  erf formed on the drug substance, in solution and mixed  with phar~aceutical 
excipients as part of compatibility studies. Labile functional groups are identified, 
and the susce~tibility of the drug to hydrolysis, oxidation, thermal degradation, etc. 
is determined. Gompatibility  studies are performed to assess the stability of the 

when  mixed with common  excipients and lubricants as well as to determine 
any interaction between the drug and the (inactive)  raw materials. Solubilities  should 




