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ABSTRACT PHARMACEUTICAL FORMULATIONS FOR THE
PROLONGED RELEASE OF ACTIVE PRINCIPLE(S), AND THEIR
APPLICATIONS, ESPECIALLY THERAPEUTIC APPLICATIONS The
present invention relates to novel pharmaceutical formulations based on
agueous colloidal suspensions for the pglonged release of ong®LINOLE 344
active principles - AP - particularly protein and peptide active principles,
and to the applications, espema%@‘;ﬁ&ﬂ%ltlc applications, of these
formulations. This formulation cOmMPpISES art aqueous colloidal suspension
of low viscosity based on micrometric particles of a water-soluble,
biodedtHddb¥eA @iphishilic PORYIETPAEANiIRE RyBrHp RS (I
(GHR¥2/pAGHOOPPRETDI v BIFRIONZRDIE(RY L oM TEIgRURP (B NCAGHOND At
are at least pargigily. iopiaedy SHgRAlYes Peing prpakle g ggsociating

spontaneously and non-covalently with an AP, at pH = 7.0, under isotonic
conditions, and having a size of between 0.5 and 100 [err]m. This

suspensibie qunsains Hvieltivalepitions (Mydenofappositd polakitiots it
of theagesip & phtheRP:tbetatie thdefineddy thriarmulas s nosr{eifive

‘}ﬁ(ﬁc?"e!s th,%wa'e%m{éeﬁm!dpmfémval,%rfégﬂﬁe ML, e E"&Jaﬁnd to the

concen ration of multjvalent ions, - molar concentr tion of

o TDETE QoL béﬁﬁ@%%twea@ﬁ R T rese fommation

This formulation comprises an aqueous colloidal suspension of low
viscosity based on micrometric particles of a water-soluble, biodegradable,
amphiphilic poiymer PO carrying hydrophobic groups (GH) - alpha-tocopherol -
and tonizable hvdrophilic groups (GI} — Glu — that are at least partially ionized,
said particles being capable of associating spontaneously and non-covalently with
an AP, at pH = 7.0, under 1sctonic conditions, and having a size of between 0.5 and

100 wm. This suspension contains muitivalent jons (Mg™) of opposite polarity to
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that of the group Gl of the PO, the ratio 1, defined by the formula r = nx

where

- nis the valency of said multivalent ions,

- [IM] is the molar concentration of multivalent tons,

- [GI] ts the molar concentration of 1onizable groups G,
being between 0.3 and 10.



