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1.- An injectable intramuscular depot composition suitable for forming an in sijyh solid
implant in a body, comprising a drug which is paliperidone and/or its pharpaceutical
acceptable salts in any combination therecf, a biocompatible copolymer baéed on lactic
and glycolic acid having a monomer ratio of lactic to glycolic acid in the rghge from 45:55
to 55:45 and DMSO as solvent, wherein the composition releases Ahe drug with an
immediate onset of action and continuously for at least 8 wegks and wherein the
composition has a pharmacokinetic profile in vivo suitable foy/the formulation to be
administered each 8 weeks or longer periods, characterised/in that the biocompatible

copolymer has a molecular weight in the range of between Z1 and 43 kDa and an inherent

-viscosity in the range of between 0.27-0.31 dl/g +10%.

2.- The composition of claim 1, wherein the biogompatible copolymer is gamma or beta
irradiated in the dose range of 10-30 kGy meagéured at a temperature between -402C and
+352C to adjust its molecular weight to a rénge between 31 and 43 kDa and its inherent

viscosity to a range of between 0.27-0.31/dl/g +10%.

3.- The composition claims 1 or 2, #herein the particle size distribution of the drug is:
- less than 10% particles spialler than 10 microns;
- less than 10% particleg larger than 225 microns, and

- ad0.5 value in thefange of 40-90 microns. -

4.- The compositign according to any one of ciaims 1 to 3, wherein the

drug/{polymer+dglig) mass ratio is about 33%.

5.- The composition according to any one of claims 1 to 4, wherein the content of drug is
about 13% w/w of total formulation and the viscosity of the solution comprising the

polymér and the DMSO is in the range of 1.5-2.5. Pa.s..
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6.- The composition of any one of previous claims for the treatment of schizophrenia o

bipolar disorders in the human bedy.

7.- A pharmaceutical kit suitable for the in situ formation of a biodegradable implant in a

body comprising the composition of any one of claims 1-6, wherein the drug and the

biocompatible polymer are contained in a first container, and the solvent i¥contained in a

second, separate container.

8.- The pharmaceutical kit according to claim 7, wherein at legst one of the first and

second containers is a syringe, a vial, a device or a cartridge, eitlfer disposable or not.

9.- A method for the manufacturing of a composition agtording to any one of previous
claims 1-6, comprising the step of providing a bioco étible copolymer having an initial
polymer weight higher than required for the intravﬁZscular depat composition and then
a&justing its molecular weight to between 31 arid 43 kDa and its inherent viscosity to a
range of 0.27-0.31 dl/g by irradiating it with zma or beta radiation in the dose range of

10-30 kGy measured at a temperature hetyfeen —-402C and +352C.

10. Method according to claim 9 whdgfein the dose range irradiated to the polymer is in the

range of 16-25 kGy measured at thé temperature of 82C.

11.- Method according to clagfms 9 or 10 wherein, when the biocompatible polymer has an
initial molecular weight gf about 50 kDa, it is irradiated with a radiation dose of about 16

kGy to reduce its molefular weight to between 27 and 47 kDa.

12.- Method accgding to claims 9 or 10 wherein, when the biocompatible polymer has an
initial molecujar weight of about 54 kDa, it is irradiated with a radiation dose of about 25

kGy to redyce its molecular weight to between 31 and 43 kDa.

13.- Method according to claims 9 or 10 wherein, when the biocompatible polymer has an
iniial molecular weight of about 63 kDa, it is irradiated with a radiation dose of about 30

kGy to reduce its molecular weight to between 31 and 43 kDa.
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14.- A starting dosing regimen method for administering an injectable intramuscular depot

composition according to any one of previous claims 1 to 6 to a patient in need gf

psychiatric treatment comprising:

a) administering intramuscularly to the patient a first dose in the amount of 7% mg to

5 250 mg

b) administering intramuscularly to the patient a second dose of the injectable depot

composition, at a point of time between the 24™ day and the 35" day counting

from the previous administration day;

¢) administering a subsequent dose of the injectable depot/composition in the

10 amount of 75 mg to 250 mg from about the 56™ day to abodt the 65" day after the
administration of said first dose; and

d} repeating step b} whenever required to achieve the/evels needed to start the 8

weekly administration.

15.- The method of previous claim 14, wherein saig/first dose is about 100 mg to about

15 200 mg.
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1.- An injectable intramuscular depot composition. suitable, fer forming an in situ solid
implant in @ bedy, comprising a :drug which is paliperidone .andjor-its pharmaceutical
acceptable salts in any tombination: theréof, a biocamipatible copolyiner based -on. factic
and gliyc;i,liC'._-ac'i'd'-.fha;ving_- a monomer ratio of lacticto glycolic acid in thie range. of 50:50
and DMSQ as solvent, wherein the-compositionreleasesthe drugwith animmediate-onset
of action @nd continuously For: at least: 8 weeks. and wherein the. cornposition has a
pharmacckiriatic profile in vivo suitable: for the formulation to be. administered; each 8
weeks or longer periods, characterised in that the biecompatible: copolymer has a
niolétulat weight in the Fange of between 31 and. 40 ‘,l-:cD‘a- and: an inherent viscosity in the

range of between 0:27-0.31 dl/g.

2. The: composition of claim 1, wherein the bivconmipatible: e6polymer-is gamma or beta
irradiated in the dose range of 10-30:XGy measured at a:--tem'p_eratﬁ;r;e:Z‘Betw_e;en ~409€ and
+352C to adjust: its molecular weight-te-a range between 31 and 40 kDa and its: inherent

viscosity-to a range-of between 0.27:0:31-dI/g:

3.~ The composition claims.Lior 2, wherein the particle size distribution of the drugsis:
- less than 10% partiéles sinallerthar 10 iicronsy
- less than 10% particles lafgei than 225 microns, and

- @ d08.5 value in the range of 40-130-mierens.

#4- The -<composition according to any one of claims 1 to 3; wherein the:

ditigf{polyirertdrug)mass ratio is:about 33%.

5:- The.composition actording to arfy one of claims 1104, wherein the content of drug is.
about 13% wjw of total formalation and the "viscosity of:the selution: comprising the

polymer.and the DMSO- is:in:the'range:of 1.7 —=18'P.a.s:.
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6:= The composition of any one of previous claims for the treatment of schizophrenia or

bipelar disorders in thehuman body.

7:- A pharmaceutical kit suitable for the in situ formation of a biodegradable implant in a
body comprisinig ‘the composition of any one of claims 1-6, wherein the drug and the
biocomipatible polymer aré.coritained in a first:container, afid the solverit is contained in a

second, separate contdiner.

B T_._he:ph_a_rm;a_‘c;eut‘ic‘a'l kit accordirig:to. claim 7, wherein. at least one of the first and

second-containers is a syfinge,.a-vial, a device ora:cartridge; eitherdisposable:ornot.

9.- A method for the manufacturing of a compesition according: to any one of previous
claims 1-6, compfising the step of providing & biocompatible copolymer having an initial
polymet weight. higher than required for-the intramuscular depot composition and then
adjusting its: molecular weight to between 31 and 40kDa. and its inherent wviscosity to.a
range of 6,27-0:31 di/g by itradiating it-with garima or beta.radiation in the dose range of

10-30 KGy measured at atemperature between -402Cand +35C.

10.-Method accordingto claim 9 wherein the:dose range irradiated to the polymer is'in-the

range 6f16-25 KGy measurediat the temperatuié of 82C,

11:- Method-according to claiins:9 or:10'wherein, when tfie bigtorapatible polymerhas an
initial molecular weight of‘about 50 kDa; it is irradiated with a-radiation dose of about 16

KGy-to reduce its molecular weight:to between 35 and 38 .kDa.

12:~ Method according te claims:9.or:10‘wherein, when the biocompatible polymerhas an
initial. molecular weight of about.63 kDa, it is. irradiated. with a.radistion dose of about 30

KGy torreduce its molecular weight to between, 30 and 36.KDa.




