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PBMC from 3 different donors (D1, D2 and D3)
and sacrifice at day 18 or day 25 after irradiation.
“One dead mouse per group. One mouse discarded per group.

s

Selection of PBMCs donors No effect of PBMCs on BT-474

e based on the huNK level tumor growth
CONDITIONS h " - ‘ 18.9%

Whole body irradiated NOD-SCID mice
Estradiol supplementation in drinking water

Tumor cells:BT-474 SC (matrigel)
Randomisation parameters: TV, circulating hNKs, circulating hu IgG... -
First treatment:100-200 mm?

hPBMCs IP:5x107 cells/500 pl/mouse (V/V or F/F)

Herceptin® / IgG:0.1,  and 10 mg/kg/inj

Treatment Schedule:(Q3Dx2)x3

1 |

In vivo proof of concept

Mouse Strain

Target Expression
BT-474 tumor cells
expressing Her-2
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animal experimentation and  the
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animals in experimental neoplasia.
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» The latest developments in antibody engineering are allowed the generation of superior antibody therapeutics, with strategies ranging

from complement-mediated and ADCC enhancement. Consequently, the development of a small animal model, with a human immune

system, is needed for evaluating these agents.

» Host mouse strain, PBMC source, selection of human donor cells, irradiation, tumor expressing target are several factors to consider.

\ > Based on our experience, we optimized a panel of experimental conditions and acceptance criteria to succeed in the preclinical
evaluation of these new therapeutics antibodies.
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