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Figure 1.
Generalized time-response curves for spontaneous and chemically-induced tumors in

genetically modified and wild type mouse bioassays. (Adapted from Tennant et al., 1999a.
Used with permission from the CIIT Centers for Health Research (CIIT) and Byron E.
Butterworth).

Eastmond et al. Crit Rev Toxicol. 2013 September ; 43(8): 611-631
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Table 3

Concordance between genetically modified assays. the NTP bioassays and human evaluations.

Model Positive Negative Overall

Concordance with NTP mouse carcinogens

Trp53™~ 720 (35%)  10/10 (100%)  17/30 (57%)
Tg AC 12/23 (52%) 8/10 (80%)  20/33 (61%)
rasH?2 16/20 (80%) 7/8 (88%)  23/28 (82%)
Concordance with trans-species mouse and rat carcinogens
Trp53™- 5/14 (36%) 0/9 (100%)  14/23 (61%)
Tg AC 7/14 (50%) 8/10 (80%)  15/24 (63%)
rasH?2 14/16 (88%) 7/8 (88%)  21/24 (88%)
Concordance with known or likely human carcinogens
Trp53™- 6/14 (43%)

Tg AC 8/12 (67%)

rasi2? 12/14 (86%)

Eastmond et al. Crit Rev Toxicol. 2013 September ; 43(8): 611631
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Pyridine 110-86-1| 3 = 0 + Li i Ki

Reserpine 50-55-5] 3 = = + MS + Ad

6-Nitrobenzimidazole 94-52-0] NE 0 - + Li -

2::;::;:‘{‘“12" B8603-42-9| NE - 0 foows -

Lauric acid diethanolamine ~ 120-40-1| NE = 0 e/+ Li =

Methylphenidate 298-59-9] NE - 0 e/t Li =

11



[5E )T ACOREIES

e PCRTIXTransgeneDIFEMNEZR TESHIZHH5T .
FHENARICTETHAEAE (hon-responder) NEER(IZR
DHVB,

* TransgeneDECFI AT EVEBEZ YT LER72H
ZJL)&%U);&B DDEINRIBETHIENSHEETIES
CEITEK

* PCRTIL. B RIEDOHEMNEZRTETLEN MG,
o Z5{E 4K (responder) ZHE R Téf*&')l X, T
ARG EIZKHIEERRIDIEZENPNE




REICHEETOAZRANDOINEG D

[Z&E]1H=

ﬂllll

 Differences in toxicity indicate that caution be
used in substituting wild-type mice for
transgenic mice for range-finding studies to
select doses for p53+/— cancer studies.

(Nephrotoxicity and Hepatotoxicity Induced by Inhaled
Bromodichloromethane in Wild-Type and p53-
Heterozygous Mice. Vincent R. Torti,* Alison J. Cobb,*
Jeffrey |. Everitt,* Marianne W. Marshall,* Gary A.
Boorman,t and Byron E. Butterworth?*,
TOXICOLOGICAL SCIENCES 64, 269-280 (2001))
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Lung Tumorigenicity in A/J and rasH2 Transgenic Mice Following. Mainstream Tobacco Smoke Inhalation
Geoffrey M. Curtin,1 Mark A. Higuchi, Paul H. Ayres, James E. Swauger, and Arnold T. Mosberg.
TOXICOLOGICAL SCIENCES 81, 26—34 (2004)
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