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®/7 |77 |53 Two different carbon black products were tested by inhalation exposure (B A (£<&) in two studies | sufficient |BA &< |Sufficient evidence of carcinogenicity: The
2793|277V . : : g PP . : P : evidence |E&ISHLY Working Group considers that a causal
(2006 |7 (2B) |in female rats and_ln one stud;_/ in rats of each sex. Slqnn_‘lcant increases in th_e incidence of _mallqnant lung THES Y | relationship has been established between the
) tumours or of benign and malignant lung tumours comblnec_i were obse_rved in _female_rz_;\t_s in all three é?{;l-ﬂfﬁ agent and an increased incidence of malignant
studies. In addition, an increased incidence of lesions described as benign cystic Keratinizing squamous- i neoplasms or of an appropriate combination of
cell tumours or squamous-cell cysts was observed. In one study in female mice exposed by inhalation, benign and ma']'cgnaf_‘t ”fop'an(‘z)S) in (a) two or
- - - - . more species or animals or two or more
carbon black (_:ild no_t increase the mm_dgnce _of refflrator); tract tumours. _ independent studies in one species carried out at
In two studies of intratracheal administration (A E N5 to female rats using two types of carbon different times or indifferent laboratories or under
black and in one study using one type, an increased incidence of malignant lung tumours or of benign and different protocols. An increased incidence of
malignant lung tumours combined was observed. tumours in both sexes of a single species in a
| | ; ts of d | lication i ice that d . bon black . . well-conducted study, ideally conducted under
n several experiments of dermal application in mice that used various carbon blacks, no carcinogenic Good Laboratory Practices, can also provide
effect on the skin was observed; the dermal application of benzene extracts of several carbon blacks sufficient evidence .A single study in one species
resulted in skin tumours. and sex might be considered to provide sufficient
In one study in male and female mice using the same types of carbon black by subcutaneous injection, a evidence of carcinogenicity when malignant
bon black that tained d trabl titi f . . | I tic hvd b neoplasms occur to an unusual degree with regard
carbon black that contained demonstrable quantities of carcinogenic polycyclic aromatic hydrocarbons to incidence, site, type of tumour or age at onset,
produced local sarcomas, whereas a carbon black in which no polycyclic aromatic hydrocarbon was or when there are strong findings of tumours at
detected did not produce such sarcomas. In several experiments in mice, solvent extracts of carbon black multiple sites.
produced sarcomas following St_chutar_le_ous injection. N _ _ S0 D 1y AL () 2FERELL L OB
No adequate study of the carcinogenicity of carbon black administered by the oral or intraperitoneal fil, 3213 (b) LELAO B C R BIEN, B2
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“_t-; ;73 ;E%“Z 5.3 Pigmentary and ultrafine titanium dioxide were tested for carcinogenicity by oral administration in sufficient 'lltfﬂﬁgé%" LRGN L facte <32 <)) INID W E WIS Y ) iy
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(72006 (2B) |mice and rats, by mhal_ahon exposure in rats gpd fgma_le mice, by m_tratrach_eal admlnlsFrgtlon in h_amsters evidence (R E%gﬁ%ggagﬁgﬁﬁ%ﬁ%%@:
) and female rats and mice, by subcutaneous injection in rats and by intraperitoneal administration in male %) IEAZ S S A7 s BR A 28 (GLP CEARAYIZ 52

mice and female rats.

In one inhalation study, the incidence of benign and malignant lung tumours was increased in female
rats. In another inhalation study, the incidence of benign lung tumours was increased in the high-dose
groups of male and female rats. Cystic keratinizing lesions that were diagnosed as squamous-cell
carcinomas but re-evaluated as non-neoplastic pulmonary keratinizing cysts were also observed in the
high-dose groups of female rats. Two inhalation studies in rats and one in female mice gave negative
results.

Intratracheally instilled (R & M%&) female rats showed an increased incidence of both benign and
malignant lung tumours following treatment with two types of titanium dioxide. Tumour incidence was not
increased in intratracheally instilled hamsters and female mice.

Oral, subcutaneous and intraperitoneal administration did not produce a significant increase in the
frequency of any type of tumour in mice or rats.
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