develop
alternative to Botulinum Toxin A.

Applications
argireline®NP can be incorporated in cosmetics
formulations where removal of the deep lines
or wrinkles in the forehead or around the eyes
area is desired.
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In vitro Action Mechanism

¢ Muscle contraction

The neurotransmitter involved in muscle contraction is acetylcholine and it is
released from a vesicle into the synapse. The SNARE protein complex is formed
by three proteins: VAMP, Syntaxin and SNAP-25 and it is essential for
neurotransmitter release at the synapsis and mediates the final steps of exocytosis.
This complex is like a cellular hook that captures vesicles and brings them close

to the membrane to enable their fusion. T

e Botulinum Toxin A

Botulinum Toxin A paralyses the muscle by selectively blocking acetylcholine
release at the neuromuscular junction. BoNT-A cleaves the protein
SNAP-25 irreversibly, and therefore the SNARE complex cannot assemble.
The nerve signal cannot be relayed, the muscle cannot contract and it is
paralysed.

e argireline®NP

argireline®NPis a mimic of the N-terminal end of SNAP-25 and it competes
with the natural protein for a position in the SNARE complex, so it destabilizes
its formation, without breaking any of its components. If the SNARE complex
is slightly destabilized, the vesicle cannot release neurotransmitters. As
a consequence, muscle contraction is attenuated and the muscle is relaxed.

In vitro efficacy

e Modulation of glutamate release in a neuron cell culture

Inhibition of glutamate release by
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In vivo efficacy

» Determination of efficacy against skin wrinkling

B Reduction in the depth of wrinkles
an average of 17% after 15 days
with 10% argireline® Solution

This study was carried out in 10 healthy
women volunteers.

An O/W emulsion containing 10%
argireline® Solution was applied twice
daily around the eyes during 30 days.
Silicon imprints were obtained
pre-test and after 15 and 30 days.
Analyses of the imprints were performed
by confocal laser scanning microscopy.

D The depth of the furrow
decreased a maximum value
of 32% in 28 days

A cream containing 5% argireline®
Solution was applied twice daily around
the eyes of 14 volunteers, aged 39 to
64, for 28 days.

Silicon imprints of the treated areas were
measured by confocal profilometry.

28 Days

_(argireline® Solution 5% argireline® Solution 10%

Group

Isaac Peral 17. Pol. Industrial Cami Ral - 08850 Gava (Barcelona) Spain - Tel +34 93 638 80 00 / Fax +34 93 638 93 93 - commercial@lipotec.com Ed.8D

B-29718-2008



