BEVARTAENT OF WAl TH o JHUMAN SERVE L. o

Aprit 22, 2008

Rear Admiral William 8. Swokes
Executve Director, ICCVAM
NIEHS

PO Box $2233, Ml Code EC-17
Research Triangle Park, NC 27709

Dear Dr, Stokes:

FDA has reviewed the ICCVAM 1est method recommendations for four in vitro test
methods propased for wenufying substances tha may cause scular corrosion or severe
ocular fimitation. - The test methods are (1) the Bovine Corneal Opacity and Permeability
{B(LDP} assay, (2} the Isolated Chicken Eye (ICE) assay, (3} the Isolated Rabbit Eye
{(IRE), and (4) the Hen's Egg Test-Chenoallantoic "ﬂembmﬁe {HET-CAM) assay. The
recommendations were. pmuded to the FDA inthe report, 7he Interagency Coordinating
Commitee on the Yalidaiion of Alternative Methods (FCCVAM) Text Method Evaluation
repore. In Fitre Test methods fro Kentifving Ocrdur Corresives and Severe Irritants (NTH
Publicaiton No. 57-45] 7).

- Two of the methods, the BCOP assay and the [CE assay, are recommended by ICCVAM
to have sufficient performance to be used for hazard classifications, in appmp;iate
circumstances and with certain limitations uut}med in the report, as sereemng tests for the
detecuon of ocular corrosives and severe irritants in a tiered-testing stralegy, as part of
weight-pi-the-cvidence approach. FDA concurs with this recommendation,

Avibe present tme, HET-CAM and IRE are net recommended by ICCVAM as screening
tests for the identification of ovular ¢orresives and severe frmitants for regularory
classification purposes. FDA concurs with this recommendation.

FDA does not have aay relevant test methods requiremens for which the BCOP or the
ICE assays could be added or substinsted.  FDA does not categornize s human
phﬁm%wmal produgts by ocular hazard. Definitive studies are conducted in humans.
However human drug spensors may find the BCOP or the ICE assays useful as screens
for the need for worker ocular protection before thére are human data or before
administering a pharmaceutical by the ocular route 1o animals. [nadvertent ocular
exposure to dermal producis could be also assessed by these two in vitro assays.

FDA does not preseribe speciiic test methods for cosmetics. Rather sponsors of cosmehic
products have a general requirement to determine safety by those methods that they deem
appropriate.



FDA will eocourage manuiaciurers 1o use the BCOP and the 1CE assays i the
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Hvou need any funther mitemetion. please do not hesiiate 1o contact me.

/sl

Norns B Alderson, PhD
ETra Associate Commussiomer for Sonos





