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ABSTRACT  NOVEL FORMULATI ONS OF PHARMACOLOG CAL
AGENTS, METHODS FOR THE PREPARATI ON THEREOF AND
METHODS FOR THE USE THERECF | n accordance with the
present invention, there are provided conpositions and
met hods useful for the in vivo delivery of
substantially water insoluble pharnacol ogically active
agents (such as the anticancer drug paclitaxel) in
whi ch the pharmacol ogically active agent is delivered
. in the formof suspended particles coated with protein
(which acts as a stabilizing agent). In particular,
protein and pharnacologh%%ﬂﬁ%éégtive agent in a
bi oconpati bl e di spersing nediumare subjected to high
shear, in the absence of any conventional surfactants,
and also in the absence of any polyneric core

naterlal for the oartlcles The orocedure i el ds
par t | IEEELFOR AHNE OFRHARMACORIGIGA NEBr on
The use %gﬂ%fné FGRC}QQ?%F%EQT%QI RIEREORIN
condi ti ons to the,

or gani ¢ phase), THe USEITIFRIGOFt he pr oper

organi ¢ phase and phase fraction, enables the
reproduci bl e production of unusually small

nanoparticles -of |ess than 200 nm di aneter, which can

be sterile-filtered. The particul ate system produced
alncocailage votht thepicsane hivietions tierdxee pawided tedpositions and methods

r.edj pers e dr owder co ]Sln noparticles qf
useful G hE B ey of BB C A ioRolisls PR IArS o sigl bt acges agents
(such B¢ @ititakdRr ﬂfiﬂggﬁclﬁﬁ)ﬁ&ﬁﬁ léh§ch BE pﬁ@ﬁa@ﬁ]@é&ﬁﬁz@cﬁ@é £Aht is delivered

agent are boun This results in a unique delivery
in the @y@toé FyspeRfegimreivlos spated with proseip iahivh oo egt sabiliyingaganteln

partlc@zgreﬁl{)t dﬁﬁ%h‘laé/ gﬂ:?.ng%tﬁ}gl gel{t'u{]a by m&ﬁﬁt[@l (ﬁmqeﬁsmg medium are

subjected é@?l(lzlléh shqar,gs ¢irt abedrich bﬁarg/zrau%;véﬂ?iaﬂal\mﬁﬂmmﬁs any also in the absence of
any poPym%ré%E)reCmer&gltlarlllfx or th‘é Ilgz?mgfes The &)I‘OC(;‘ I!lJlJety%?& g a}cfic?es w12h a diameter of
less than about 1 micron. The use of specific composition and preparation conditions (e.g.,
addition of a polar solvent to the organic phase), and careful selection of the proper organic
phase and phase fraction, enables the reproducible production of unusually small nanoparticles
of less than 200 nm diameter, which can be sterile-filtered. The particulate system produced
according to the invention can be converted into a redispersible dry powder comprising
napopazticles of water-insoluble drug coated with a protein, and free protein to which molecules
of the pharmacological agent are bound. This results in a unique delivery system, in which part
of the pharmacologically active agent is readily bioavailable (in the form of molecules bound to
the protein), and part of the agent is present within particles without any polymeric matrix

therein.

(No suitable figure)
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