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* Vivia009 is a patented new drug indication for B-cell chronic lymphocytic leukemia (B-CLL), a cancer of white blood cells that
i'riginates in bone marrow and develops in lymph nodes.

Both, Vivia009 and its metabolite (MET) have demonstrated in vitro and ex vivo activity. —
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Blood was seeded in plates with drugs
and after a certain incubation time, apoptosis
was measured with a flow cytometer.
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Yo .5 b — = .
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Table 1.- System and pharmacodynamic parameters for Vivia009 % Apop = Emax X ECSOA ECSOB ECSOA ECSOB Table 2.- System and pharmacodynamic parameters for MET
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Figure 5.-Individual Model Predictions (lines) and
observations (dots) vs. In of MET concentration for 14
hours incubation with increasing concentration of Vivia009

vk Vivia009 and its metabolite showed similar potencies and mean apoptotic signal transduction times. ggogﬂjfengola’)J7F7’h:2fm Pharmacol.
an; 77-82.

*The_ipteraction parameter _(a_) was esti_mated_ with a valt_Je very similar to 0 (-8.9 x 10-3) indicating [2] Minto GF, Anesthesiology. 2000
additive effects between Vivia009 and its main metabolite. Jun:92(6):1603-16.
Y Modeling results are supported by literature data; the mechanism of action of Vivia009 and its [3] Kern SE, Anesthesiology. 2004

metabolite seems to be through the mitochondrial signalling pathway, producing segregation of Jun:100(6):1373-81.

proapoptotic proteins. Both acting on the same pathway.



