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or pharmacokinetics studies. . For certain lIents there may be enough known about piopet1iea 

of their class to make confident conclusions regarding absorption by diffelent routes. For 

others, more daIa on the ~ agent may be lM'CeS'Iry U concIusions may be less 

confident, or not possible, without such information. DiJcussion of these issues is part of the. 

characterization. . 

Relationship of dose level, pattern, and duration of exposure to effects can 

theoretically take many fonns. Hazard usessment examines all of the kinds of evidence to . . 

see what processes or events in carcinogenesis a specific agent appears to affect. This 

informatiOn is used to relate the mode of action in general temu to the approach to 

quantitative dose-response usessment. The mode of action may imply a linear or a non­

linear dose-response relationship, or a threshold of dose below which effects will not occur'· . 

in an individual. The implications of available information about human variability in 

sensitivity or with respect to threshold effects are important elements. These implicationa 

relate to both the qualitative characterization of hazard and the quantitative usessment of' 

dose-response. . 

17 ~.S.3. DescriptloDS 01 Welcbt 01 Evidence 

18 The hazard narrative, described in the following subsection, presents the weight of 

19 evidence in terms of likelihood of human carcinogenicity using descJiptolS. The descriptors 

20 are not meant to replace an explanation of the nuances of the biological evidence, but rather 

21 to summarize it. Each descriptor spans a wide variety of daIa sets and weights of evideoce. 

22 There will always be gray areas, gradations, and borderline casei. The narrative preserves 

23 and presents this complexity, which is an essential pUt of thO hazard c:haracterizati. 

24 Applying a desCriptor is a matter of judgment and cannot be redUced to a formula. Risk 

2S . manqers should consider the entire range of info~ included in the narrative rather dIaD 

26 focus simply on the descriptor. 
/ 

3S 



DRAFT-DO NOT QUOTE OR CITE 

1 Note that one agent may fit more than one desctiptor, if, for instm:c, the agent 

2 likely to be carcinogenic by one route of exposure aDd not by another. Use of the 

3 descriptors is illustrated in Appendix A. . 

4 The descriptions below are intended only u guidary:e aDd provide 10IDe typical 

S examples; the examples are not exhaustive or comprebeDsive. 
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-LiUIy" or -Known-
• 

These descriptors are appropriate when the eviderre provides a reasonable assurm:e 
of carcinogenic potential for buman beings aDd supports proceeding with the risk asses'mem. 

"Likely" is the descriptive term generally used. "Known" is used when the Weight of 

evidence gives especially bigh usurarre becanse either an usociation betweeD 
Carcinogenicity aDd a specific route of exposure is drawn from tu1man data, or conclusions 

from other kinds of data give confidence that is equal to baving tullMn data. 

-Cannot be dnermined" 

"Cannot be determined" is appropriate whenever support for a conclusion about 

carcinogenic potential· for tulman beings is not sufficient to proceed with the a~sment. 

Where appropriate, the narrative explains the situation. Enmp1es may include the 

following, among others. 

• The eviderre raises a concern for Carcinogenic effects, but faI1s short of supporting a 

conclusion about the likelihood of effects. The narrative provides a summary of the 

• 
• 

. . 
reseucb. or testing needed to explore the issue further. The added descriptor, "testing 

cmtiitate" is appropriate in these cues to flag the agent for attention by testing 

The data are inadequate to perform an ISses"De1Jl. 

The information is inconclusive or c:onfIicting, e:g., some evidence is suggestive of 

carcinOgenic effects, but other equally pertiDaIt evidence does not Confirm any 

concern. 
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, "NotUU,," 

"Not likely" is appropriate whenever ~ about . . 

condition of exposure, is satisfactory for decidinc that ""--~ IpI\t aeneno" or .. . 
........ III10t a buia for ..... .. 

Again, the narrative explains the conclusion. Bxamp1ea may inclUde !lie CIlI [CD. 

• The agent has been adeqUately c:haractcrized empirically, and !lie::: ia 

negative, or the only positive data are not cmsic*ed relevant.to human beinp. 

Adequate empirical characterization generally includes wen conclucted, Jona term 

animal studies on an agent or its structural analogue with consistent find1np fmm 

analysis of other key evidence. 
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./ The evidence shows that under certain cmdidons of exposure, no expaession of , 

"carcinogenic effects is anticipated. The agent'. carcinogenic potential is c:ateaorizecl../ 

as "not likely" for those conditions, e.g., a route of exposute or a defined dose leYel. 

The agent has been adequately characterized empirically, and the only positive .~ 

indication of effects was seen under experimental circumstances that are implaU SlB1e . 

for raisin, an environmental conc:em, e.g., injection of a polymer. 

2.5.4. Hazard Narratln 

A narrative summarizes the results of hazazd c:hanK:terizati. The narrative, 

'tima11y two pages or less in length, explains an agent's human CPICinogeaic potential and 

; conditions of its expression. If data do not a1low a conclusion, the narrative explains this 

determination. Examples of narratives appear in Appendix A below as pidance for format 

and contenL The items regularly included are these: 

• name of agent and Chemical AbSU"lCtS Services number, if available 

• • brief identification of the kinds of data available 

• conclusions (by route of exposure) about human c:an:inogenicity, deScribed Pi 

"known" or" likely," "not likely," or "c:annot be determined" 
, 

• summary of tumor data, human or animal,· on the agent and/or its ~ 

analogues, their ,relevance, and biolOJical plausibility 
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