[bookmark: _GoBack]Clothianidin is being evaluated for proposed Reprotox hazard.  A two-generation rat reproduction study and definitive developmental toxicity studies in both rat and rabbit are available (York, 1998a,b; Freshwater and Astroff, 2000).  The primary study cited for proposed classification as Repr. 2, H361fd is the rat reproductive toxicity study (Freshwater and Astroff, 2000).  In the Renewal Assessment Report (RAR) for clothianidin (Germany, 2018), the Rapporteur Member State (RMS) noted the following reproductive and offspring effects for the rat reproductive toxicity study of clothianidin:
Reproductive toxicity
· Effects on sperm motility and morphology
· Increased stillborn pup incidence
· Decreased early postnatal viability

Offspring toxicity
· Delayed male sexual maturation
· Delayed vaginal opening at highest dose
· Reduced birth weight and postnatal body weight gain
· Reduced thymus weights
The developmental toxicity studies in the rat and rabbit are not cited as the basis for potential classification. We generally agree with the RMS regarding the studies’ NOAELs; but it is our opinion that the rabbit developmental NOAEL should be higher (i.e., 75 mg/kg bw/day), consistent with that called by the study investigators.  The RMS considered absence of the intermediate lung lobe and reduced ossification of sternal centers to be of concern for setting the developmental NOAEL; however, these findings are minor variations that occurred in the presence of significant maternal toxicity and the incidence of these two findings are within the expected normal variation for New Zealand rabbits.  Thus, they should not drive selection of the developmental toxicity NOAEL for this study. 
Also, based on reanalysis of the pubertal development data using the PND 21 pup body weights as a covariate in the analysis (i.e., 500 mg/kg bw/day), the NOAEL for offspring toxicity from the rat reproductive toxicity study should be higher than that determined by either the study investigators or the RMS.  Further, with regard to classification, we note the following:
· Although both sperm motility and progressive motility were adversely affected in both parental generations at the highest dose tested (2500 ppm), no effect on sperm morphology was observed and no adverse functional effects on fertility were evident.  It is likely that the sperm motility findings are indicative of a delay or alteration in sperm development secondary to general systemic toxicity.  In the absence of a dose-response or other data showing effects on other sperm parameters and without adverse effects on reproductive function, the sperm motility data should not serve as the basis for classification for reproductive toxicity.
· We find no effect of clothianidin treatment on the incidence of stillborn rat pups.  This is consistent with the findings of other studies of clothianidin.  Likewise, early postnatal pup viability was not adversely affected by clothianidin.  Rather, the slightly lower value reported for the F1 generation at 2500 ppm is due to miscalculation of the value.  As such, increased stillborn pups or reduced early postnatal viability were not evident in the study and should be considered in assessing clothianidin for reproductive toxicity.  
· At 2500 ppm, clothianidin had a significant effect on both adult and offspring body weights; significant effects on intrauterine growth were also evident.  The effects on pubertal development are likely secondary responses due to general systemic toxicity.  The delay in preputial separation at 500 ppm, although statistically significant, is within the expected range of natural variation for the performing laboratory.  The delay in vaginal opening at 2500 ppm is not statistically significant when the PND 21 pup body weights are used as a covariate in the statistical analysis.  
· The effects on offspring body weights and thymus weights at 2500 ppm occurred in the presence of substantial maternal toxicity and are most likely due to systemic toxicity.  As such, they should not be considered when assessing clothianidin for reproductive toxicity.  
Thus, several findings noted in the RAR list of endpoints for the rat reproductive toxicity study were not affected by clothianidin treatment; the other offspring findings are likely secondary effects due to systemic toxicity and not relevant to an assessment of reproductive toxicity.  In conclusion, we do not believe that the classification of clothianidin for reproductive toxicity is warranted based on the available database of DART studies.
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