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Portion is increasipy quickly, when diluting the formuation with water.

For risk assessment the absorbable portion has to be addeq to the absorbed portion,
unkss we prove by a special study that thijs portion is not entering the systemic
distribution. ’

Erhard Weber

2 I Applegate
Dr. Reinhard Fritz
Dr. Ditgens
Dr. Maasfeld
Dr. Ecker
Dr. H. Weber
Dr. Schade-Lehn
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CONTINUED FROM COVER SHEET SECTION # 21

TSCA 8(e) Evaluation:

for rats. As the acute toxicity was low, this study would not indicate a potential problem based on the acute
toxicity. However, if a 1000 fold safety factor is applied to the NOELs for teratogenicity, doses of 1
ug/kg/day and 30 Hg/kg/day are obtained for the oral and demal teratogenicity studies with SXx 0665
respeclively. When the absorhed dose of SMX 0555 equivaients from the dermal absorption study is
compared to the teratology NOELs with a 1000 foid safety factor, the dose of SXX 0665 exceeds the values
for the teratology studies. Thus, it is conciuded that this study be reported.

To put things into perspective in regards to the potential toxicity of JAU 6476, it should be noted that the
above evaluation is based on the assumption that all of the JAU 6476 which gets on the skin during the
mixing/application of JAU 6476 is converted to SXX 0665 (Note: i has been shown that a 25% emuisifiable
formulation of JAU 6476 does not breakdown to SXX 0665 before of after ditution). Although the actually
percentage of JAU 6476 which converts to SXX 0665 on the skin of humans is not known, based on 3 dermal
absorption study with JAU 6476 250 EC with rats (9/17/99 = 99-2.67) orly 8.6 percent of the applied dose
to a rat was found to be converted to SXX 0665. Thus, the assumption ... at there is a 100% conversion of
JAU 6476 to SXX 0865 on the skin of humans, which is what was assumed for the above evaluation with
SXX 0685, is a very conservative estimate.
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Abstract

A dermal penetration Sstudy was conducied in the ra: with SXX 0665 WG/WpP.

Ten Hour Exposure

Dose S mg/rat 0.5 mg/rat
7 5 mgfem?2 0.05 mg/em2
Percent at application site after 41 38
wash
Amount in/at the application site 2050 190
[1g]
Percent systemically absorbed 2 12
Amount systemically absorbed 100 60
lug)
Percent absorbed (incl. skin at 43 50
the application site)
Amount absorbed (incl. skin at 2150 250
e application site) [ug}
% tota! recovery 93 95
C
O/;{,é
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Dr. Erhard Weber

Bayer AG
Planzenschytz Enrwicklung

Institut fir Mstabolismys und

Rucksrandsanalyﬂk
Allmj-Nobct-Slr. 50

D-40789 Monhgim
Fel.-Durenwany: (02173) 38- 3845
Fax-Durc hwapy: (02173) 38- 3014

£-Mgil: %dﬁ

SXX 0663 mmmmay oenmrotion. anc

Morheim, 29.07.1999

10 hours of exposure | ]

Dose S mg/rat 05 wmgfrar [ 0.05 mg/rat
0.5 mg/eny? 0.05 mg/em?® 1 £.005 mgjom?

Concentration 40 mp WG 4 mg WGmyl 0.4 mg WG/

|
20 mg SXX 0665/ni /= 2mg SXX 0665/m1 |- g5 mg SXX 0665/m

oncentration in Spray
S0 43 35

% not absorbed |

Ly Gy NP, —]

% absorbable 4] 38 26
= % dat application sjte
after wagsh |
% absorbed I 2 i 12 / 35
= entering the body
L% total recovery | 93 | 95 { 96 ‘

{C )Abxorbal—quamitv 0 the unne, cage wash. fo -us, expired air (Y presens), blood organs (if collecre ),
und the remaining carcasy, )
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