
with which extrapolation to the human exposure situation Is carried out. Furthermore, such 
results can have an  Important  Influence on the kinds of atitional toxicological or b1oloe1cs1 
studies that might be required to rezolve the Issue. Thus, It would seem unwise to reetrict 

priori the number of specfes that should be tested in lethality studies. 

Important information can also be obtained from lethality studies performed with 
different routes of administration. In the past, such observations have heel an important bearing 
on conclusions regarding the relative bicevallabillty (emount absorbed) of various chemicals 
following exposure by different route of administration. They have been esential for 
determining how chemicals can be handled safety. These dsta can also help to establish the 
expocure conditions that are relatively without risk when chemicals are to be used as article of 
commerce.  Thus, it would be unwise to limit 49 prial the routes of administration that should 
be employed in lethality studies. 

Whether to emplay a particuler lethality test  or  nett, or the precision one needs if the test  
Is chasen, depends on the anticipated use that will be made of the data çenerated. This means that 
one must lcok at the taxicolcgical questions that are being asked. Estimates of mute  lethal 
pctency ere presently very important data for the  classification of chemicals when these 
substenc= ara tranzpa-ted es  hazardous chemicals. In the cute of eccidsntal spills end 
derailments, for instance, the adverse effects of consequence to huma  are  thcse associated with 
the temperary acute exposure to high concentrations of the chemical. In the txr-upaticnal 
setting, a=idental di.heoges mey ozcur, resulting in mute  exposures to potentially unsafe 
amo.ints. Acopisition of wend LDS() dsta ere essential in such situations. 

It is important to point out that there are no known, validsted alternatives  to the use of 
animals for the aese ment  of lethal potency. Nor are such alternatives likely to appear in the 
neer future. Attempts ere being mecfe to eiwelop techniques that predict lethal properties of 
certain deems of chemicels on the basis of already known structure-ectivity relationships. 
Quantitative Structure-Activity Relationships (Q5AR) and Quantitative Structure-Toxicity 
Reletionehips (Q,STR) are examples  of  such approaches. The reliability of the CSitR apprcech 

pends on the availability of data reflecting ( 1) well-defined interactions between c:hernical 
substances  (2) belonging to congeneric series of structures erx1 (3) an already known ective 
site in a biological system. The application of the .QSAR epproech is s5id to presuppcse the 
presence of an ective site ccupled with unernbiguousness (in terms of mechanism of action) of 
the observed biolcgicel effects. The present state of toxicological knowledge Is fer from 
providing the necessary deta that could meke use of the QSAR apprcech. Thus, while these efforts 
are  to be enceuraeed, It Is evident that they will not be reliable substitutes for experiments in 
laboratory animals. 

••••• 

There Is en Importent political issue that also beers cn the sefety evaluetion pros 
Toxicolcgicel assessments  are  used to protect the public from the potentially ECiv er 93 effects of 
chemicels. Public perception is that individuals have the right to live in a SO - ca 1 1 ed 'safe' 
ervironment The adverozriaI-litigetion climate thet reigns in North America reflects this 
pt.blic perception. This climate indirectty influences the practice of toxicolcgy. What 
toxicologist or ,lovernment regulatcr Is likely to cecide In favor of not performing a particular 
toxicolcgicel study, thought to be of limited value, when court litiç;etion  et  some later de te for 
this decision remains a possibility? 
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