
The eesessment of the lethal properties of chemicals Is usually eescc fated with the ecute 
toxicity phase of the safety evaluatian prccess. Both the cbseees and the exposure conditions 
the leed to the lethal meznee muert be eetablisherl In property performed texicolcgicel 
assessments. If humans ere likely  ta  come in contect with a perticuler chemical (voluntarily or 
Irreoluntarily, e=identally or by desIgn), one must know where the lethal ranee exists, If Wee 
Indivicluale ere to be protected. The tare handling of potentially lethal chemiceis depends on 
eq.:ate knowledge of lethal closaee and exposure cznditions. The design of treatment prccedures 
or specific antidote to be used in the rare of chemicel  Intoxications  depends  m adequate 
knowledge of the letNol prixess. Questions raised regerding the precision one nexis when 
perfarming the 'LDS° test" are leeitimate quetions. On the other hand, questions dealing with 
the neesitt of lethality asseesment must be rational and in keeping with the responsibility of 
protecting moiety. 

- 
Lem amounts of LDSO deta have been eccumuleteci; their utility has been  questioned by  a 

number of texicologists. Toxico !mists have deplored the misuse of the LDSO value as a kind of 
*biologicel constant». Variability Is the rule in biolcgy. This is also true when the biologicel 
reeponse is death. LDSO values exhibit both interspecies end intraspecies veriatim. 
Furthermore, factors such as am, nutritional state and environmental canditions  are  
kncrwn to  affect  lethal petenc-y. Thus, the LDSO yoke, ragercil= of Its precision, can never be 
reel—Jed es a corretent 

Toxicologiste  al  so realize that a precieely determined (in a statistical sen)  LDSO value 
(with its 9SZ fiducial limits) Is still only an etimata of the situation that  me  prevail in the 
population of species under test. In view of the well known interspecies  variation,  Is grmt 
precision reelly necestry? Toxicalcgists  are  questicning the need for precision in the 
determinaticn of LDS° values. 

Toxicologists mi obtain significant information cn lethal potency end the prccass leeding 
to letnality without the calcelation of a precise LDSO value (ore with very smell 93Z fiducial 
limits). It is Importait the the animals given lethal cr new-lethal dceeges be observed clozely 
th ' gain knowledge of the functional and pathologicel alteraticere menifested by the enimels. 
Questions regeding letrel potency can be reselved by  the use of less precise statistical estimates 
then the ores traditionally employed to calculate LDSO values. flatbeds that reeuire fewer 
numbers of animals can certainly be  usai  to estimate an LD50 value or to yield a reasonable 

• mtimate of the dosages that bonier the lethal rmge. It Is ecubtful that much mealingful 
knowledge is lost  by  the applicstion of sueh techniques in the szrfety evaluation prccess. Cn the 
other hand, a more complete examination of the animals employed to estimate lethal potency Is 
to be eneourteed.  More  can be dene to obtein more meaningful bioloeical den from animale treed 
In lethality studies. 

••■ 

Questions  have been reised about the utility of datermining LD50 values in e  number of 
different  animal  species. It must be remembered that one of the çpals of the safety eveluaticn 
pro is to prcrvids deta where  one  can extrapolate the findinge obsarred in leboratory animals 
to the potentially a 'erse  effects that might be observed In  hum,  domestic and wild animals, 
or animals in captivity expose:1 to the same chemicals. If the lethal dome of the chemical Is 
fcund to be similar in several species, extrapole;tion of toxicity t) humais  13  more  secure. If 
similar toxicolcgical  affects are  observed in several  animal  species, it is probable that a 
common mecnanism of ection Is involved In  th  ese species  and  probably will omur In humens es 
well. Thus, extrapolation to humerre should be more relleble. However, If the lethal cbseee is 
found to vary œnsiderably in a number of different species,  extrapolation  to humane became: 
tert1=13. Sue an  ovation indicetee that  the toxicity  is speciee-releted (Inc! that furleer 
investieetions  are neEded  ta  de term ine  which species resembles the human. Thus, the 
determination of lethal potency In several species can have a marked influence on the confiCence 
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