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orpharmacohnetwsstudm Forcmmnagentsthuemaybeenwghhwwnaboutpmpuuu
of their class to make confident conclusions regarding absorpnonbydxfferent routes. For

others, moredalaonmememﬁcagmtmybenecmaryascmwlummybelm
confident, or not posslble, without such mformanon Discussion of these issues is part of the
characterization. - ‘ : :

Relationship of dose level, pattern, and duration of exposure to effects can
theoretmlly take many fonns Hazard assessment exarmines 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 terms to the approach to
quantitative dose-response assessment. The mode of action may iniply a linear or a non-
lmear dose-response relationship, or a threshold of dose below which effects will not oocur
in an individual. The implications of available mformauon about human variability in
sensitivity or with respect to threshold effects are important elements. These implications
relate to both the qualitative characterization of hazard and the quantitative assessment of -
dosc-response. |

2.5.3. Descriptions of Welght of Evidence

~ The hazard narrative, described in the following subsection, presents the wught of
evidence in terms of likelihood of human carcinogenicity using descriptors. The descriptors
are not meant to replace an explanation of the nuances of the blologwal evidence, but rather
to summarize it. E.achdescn_ptor spansawldevanetyofdatasetsandwaghtsofewdm
There will always be gray areas, gradations, and borderline cases. The narrative preserves
and presents this complexity, which is an essential part of the hazard characterization.

" Applying a descriptor is a matter of judgment and cannot be reduced to a formula. Risk
_managers should consider the entire range of information included in the narrative rather than

focus simply on the descriptor.
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“Note that one agent may fit more than one descriptor, if, for instance, the agent
likely to be carcinogenic by one route of exposure and not by aﬁother. Use of the
descriptors is illustrated in Appendix A. '

The descnpuons below are intended only as guidance and provide some typical
examples; the enmples are not exhaustive or comprehensive. '

*Likely” or "Known"
These descnptors are appropriate when the evxdence provides a reasonable assurance
of carcinogenic potential for human beings and supports proceedmgmthﬂwnskasswsnwm.
Likely” is the descriptive term generally used. "Known" is used when the weight of
evidence gives especially high assurance because cither an association between
carcinogenicity and a specific route of exposure is drawn from human data, or conclusions
from other kinds of data give confidence that is equal to having human data. |

*Cannot be determined” ‘

*Cannot be determined” is appropriate whenever support for a conclusion about
cammogemcpotenualforhummbemgsumtmfﬁcmwpmedmﬂmnassesmem.
Where appropriate, the narrative explams the situation. Examples may include the '
following, among others.

L 'Iheevidenceraisaaconcernforéarcinogeniceffects but falls short of supporting a
conclusmnabm:tmelikehhoodofeffects 'I‘hemmuveprov:duammaryofthe
:eseamhortesmgneededtoexplorethcmﬁuﬂ:er The added descriptor, mng
candidate” mappropnaﬁemthesecasestoﬂagmeagentforaugnnonbyt&mng

o The data are inadequate to perform an assessment.

L The information is inconclusive or conflicting, ¢.g., some evidence is suggeéu've of
mminbgeniceﬁects,hnoth:requaﬂyperﬁmWidemedoesnotéonﬁmmy

concern.
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o ) ‘ “Not Likely” _ |
~Not likely® is appropriate whenever evidence about an .
: ' igent genenilly, or about

I
| : wﬁﬁmofu@m,h@mw@mm'hﬂehu‘mhm
L Again, the narrative explains ﬂ!e conclusion. Examples may inclnde the ,
s ® meagmthasbemadequatdychmcwﬁudempm,.mhm“‘ «
6 negative, or the only positive data are not conudered relevant to human beings.
7 y ‘Adequate empirical characterization generally includes well conducted, long-term
8 'S _mﬁmaluudiaonanagmtoriusu:ucmnlmmlogwwimcmsimmnpm
9 \ analysis of other key evidence. .
10 ““The evidence shows that under certain conditions of exposure, no expression of
i \mrcinogenic effects is anticipated. The agent’s carcinogenic potential is m i _>
12 as "not likely” for those conditions, €.8., a route of exposure Or & defined dose level.
13 o The agent has been adequately characterized gmp{ﬁmﬂy,'axld the only ﬁositive
14 indication of effects was seen under experimental circumstances that are implausible
15 for raising an environmental concem, €.8., injection of a polymet.
s . | .
7 2.5.4, Hazard Narrative | |
18 Anamﬁvemmmaﬁmmemuluofhmrdmuﬁm. The narrative,
19 ~rimally two pages or less in length, explains an agent’s human carcinogenic potential and
20 . conditions of its expression. If data do not aliow a conclusion, the narrative explains this
21 determination. Emnplaofmﬁmappwiuppmdix A below as guidance for format
o and conteat. The items regularly included are these: o
23 e  name of agent and Chemical Abstracts Services number, if available
24 ° a bricf identification of the kinds of data available |
25 o conclusions (by route of exposure) about human carcinogenicity, described a8
\ 26 " =known” or * likely,” "not likely,” of “cannot be determined”
27 ° summary of tumor data, human of animal, on the agent and/or its structural
28 analogues, their relevance, and biological plausibility
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