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Figure 1: Time councentraiion curve for example 125 and released nluzole via both intravenous

and oral adnunistration.

o

A T R L

LochR T

-

sevssrpgvirantioys {sy gl
ot

[

Figure 2: Melanoma (C8161) xenograft smdy in nude mice with example 125 and riuzole given

orally (RIL = Riluzole).
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Figure 3: Time-concentration curves for 2-Amino-N-{[methyl({[6-(triffuoromethoxy)-1,3-benzo

thiazol-2-ylcarbamoy! tmethyljcarbamoyijucthyl facetamide  (Example 204)
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riluzole via both intravenous and oral adounistration.
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Figure 4: Mclanoma (C8161) xenograft study in oude mice with example 204 and riluzole given

orally (RIL = Riluzole).
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Figure 5: PK n fasted male mice for Example 204 , IV administragon, 1 mg/kg. and PO

adimnistration 5 mg/kg. Monitor disappearance of Prodrug and appearance of rijuzole.
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Figure &: PK in Cynomolgus Monkey for Example 204 | IV administration, 1 mg'kg. and PO

adiministration 5 mg/kg. Monitor appearance of riluzole.
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