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Bendamustine Formed From all 4 Esters After 2nd Incubation
With MDA-MB-231 Breast Tumor S9
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Bendamusting Formed From all 4 Esters After Incubation
With H460 Non-smali-cell Lung Tumer 59

RN,
e .
o o,

§.467

- o
. ~ = o,
- O12 —
o g
R

.85+

8.84- - 14

Peak Area Ratio

N

Time (min}



WO 2014/075035 PCT/US2013/069550

5/24

Plasma Levels of Bendamustine in Rat
3 mg-eqg/kg i.v., 1 mL/kg, Formulation Comparison
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Plasma Levels of C12 Ester in Rat
3 mg-eq/kg v, 1 mL/kg, Formulation Comparison
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Brain Levels of Bendamustine and C12 Ester in Rat
Dosed as C12 Ester, 30 mg/kg iV, 1 mL/k

100000
S Bendamustine Liguid
10000 5 -+ Bendamustine NP
~a~ (12 ester Liguid
& 512 ester NP
1000 -
R
5 \
= N
100
10 -
1

0 4 3 12 16 20 24
Time {hours)

FIG. 10



WO 2014/075035 PCT/US2013/069550

11/24

Liver Levels of Bendamustine and €12 Ester in Rat
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Plasma, Blood and Organ Levels of Bendamustine in Rat
£12 Ester Liquid, 30 mg/kg, 1 ml/kg
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Plasma, Blood and Organ Levels of C12 Ester in Rat
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Plasma, Blood and Organ Levels of Bendamustine in Rat
C12 Ester Nanoparticle, 30 mg/kg, 1 ml/kg
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Plasma, Blood and Organ Levels of C12 Ester in Rat
12 Ester Nanoparticle, 30 mg/kg, 1 mbi/kg
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Plasma Levels of Bendamustine in Rat
3 mg-eg/kg i.v., 1 mL/kg, Formulation Comparison
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Plasma Levels of Bendamustine in CD-1 Mice
3 mog/kg i.v., 3% DMSBQO, 30% Solutol, 100 ul.
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