From: Travis Kim GBJH

Sent: Monday, May 23, 2011 8:47 PM

To: Sullivan Jonathan Dale CHBS

Subject: Slides for Wednesday morning

Attachments: Windsor kinetic slides Wed am May 2011.pptx

CONFIDENTIAL AND PRIVILEGED COMMUNICATION

Please can you review these slides for me,
Thanks,

Kim Z Travis

Syngenta Fellow - Toxicology and Health Science
office (+44) (0) 1344 416651

mobile (+44) (0) 7887 632562

Syngenta Predictive Modelling Network Co-ordinator

Fredictive Modelling Mebwork

Case ID: 220300429
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Squirrel
Animal Mouse Rat Rhesus monkey
Route ip ip \Y SC
Plasma PQ C,,ax (ug/ml at X
15mins per mg/kg PQCI2 1.1 2.8 data exist -
dosed)
Brain PQ C,,,ax (ug/g at
15mins per mg/kg PQCl, 0.02 0.11 data exist -
dosed)
Brain PQ ta 5mins 15 mins 1 min -
Brain PQ Coyps (ug/g per 0.02 0.03 i 0.02
mg/kg PQCI2 dosed) (at +2 weeks)
Terminal ty,, 21d 28d - >>6WKSs

1x0.0001-

Range of dose linearity 1x1 to 3x15 1x1to 3x10  0.0004
(mg PQCI,/kg) mg/kg mg/kg mg/kg 6x2.5 mg/kg
Lowest lethal dose for A
this route 1x25 mg/kg 3x10 mg/kg 10 mg/kg  3x5 mg/kg
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paraquat in the brain?
Rat N

nere is the

H

'IZZW

Mouse

Brain 2 - 3H-PQ, 24 hours
Slide 11 - brain sections 31,32

Slide 13 - brain sections 37,38

Slide 14 - brain sections 40,41 Lining of the lateral ventricles

Lining of the 4th ventricle

Pineal gland
Olfactory bulb Posterior horns of the lateral ventricleg

Slide 17 - brain sections 49,50 Hypothalamus Pineal gland

Area postrema

. - syngentay.,

Privileged and Confidential - Attorney Work Product

SYNG-PQ-29623373



y is

\\\\\\\\\ Active transport

and/or

e Covalent binding

|

Al ;m%

.

.

‘

]

.

|
i

‘
W
u

nic interaction

S [
8 yngenta
Privileged and Confidential - Attorney Work Product y 220500429

SYNG-PQ-29623374



port

Blood Brain

paraquat

100.0 7,
W

TN

diquat b

%" 100 Ul
2 {ill
§
: ~4--DQ brain
E . ~fll-- PQ brain
0.1
4] 20 40 60 80 100 120

Hours

Sy I@g"%@OMH

SYNG-PQ-29623375

Privileged and Confidential - Attorney Work Product




f cartila

lonic bindin: paraquat

30kBqglcc

0-60 s 3-8 min 50-80 min

B Bartlett et al. (2009) S i
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""" 'he challenges

Why does paraquat persist in the brain and what state is it in”?

to better understand the human situation
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