Silthiofam (ISO)

Fertility
[bookmark: _GoBack]In Table 54 (p.98 of CLH report), the n° of pregnant dams, fertility index and number of pups are the following :
	
	Gen
	0 ppm
	40 ppm
	400 ppm
	4000 ppm

	Females on study
	F0
F1
	30
30
	29
30
	30
30
	29
30

	N° of pregnant dams
	F0
F1A
	67
63
	83
77
	83
67
	97
83

	Fertility index %
	F0
F1A
	69
63
	89
79
	93
71
	97
83

	N° of pups (total)
	F0
F1A
	274(20)
250(19)
	365(24)
302(23)
	370(25)
252(20)
	384(28)
332(24)



The results for the control are lower than 70% whereas the results for the top dose do not seem to be coherent with the reported maternal toxicity (decrease in mean body weight and hepatotoxicity). We would appreciate some clarifications regarding these results. Either the control should be considered invalid due to the low fertility index or there is an error in the reporting.
Considering that this study is the only available study to assess the toxicity on fertility of silthiofam, BE CA is of the opinion that this question should not remain unresolved.
Developmental toxicity
Rat developmental toxicity (WIL-50240) : maternal toxicity at top dose, associated with dead fetuses an decreased fetuse weight. Reporting of external malformations (umbilical herniation and cleft palate) and skeletal variations (unossified sternebrae/cervical centrum)
A rabbit developmental toxicity study (WI-96-105) is also available in the CLH report. The dose levels have been adequately chosen based on a previous dose-range findings developmental toxicity study. No treatment-related clinical findings are reported in dams but a number of external, soft tissues and skeletal malformations were identified in the fetuses. 
Unfortunately, no detail is provided about the specific type of malformations. Therefore, considering that the malformations occurred in absence of maternal toxicity, BE CA is of the opinion that this study might be considered as one of the key studies for the classification of silthiofam as a reproductive toxicant. Therefore, we are of the opinion that no conclusion can be drawn without further clarifications regarding the specific skeletal, external and soft tissues variations and malformations reported for each dose-group.

