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cells involves spindle fibers constructed with microtubules, which themselves are
formed by long chains of smaller protein subunits called tubulins. Spindle microtu-
bules attach to replicated chromosomes and pull one copy to each side of the di-

viding cell. Without these microtubules, cell division is not possible.

Microtubules therefore are among the most important sub-cellular targets of anti-
cancer chemotherapeutics because they are present in all cells and are necessary
for mitotic, interphase and cell maintenance functions (e.g. intracellular transport,
development and maintenance of cell shape, cell motility, and possibly distribution
of molecules on cell membranes). Compounds that interact with tubulin can inter-
fere with the cell cycle by causing tubulin precipitation and sequestration, thereby
interrupting many important biologic functions that depend on the microtubular
class of subcellular organelles. Therefore, such compounds can potentially inhibit
the proliferation of tumor cell lines derived from various organs. See, e.g., Bacher
et al. (2001) Pure Appl. Chem. 73:9 1459-1464 and Rowinsky & Donehower
(1991) Pharmac. Ther. 52:35-84.
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Indibulin is a synthetic small molecule tubulin inhibitor with significant antitumor
activity in vitro and in vivo. It destabilizes microtubules in tumor cells, as well as in
a cell-free system. The binding site of Indibulin does not appear to overlap with the
tubulin-binding sites of the well-characterized microtubule-destabilizing agents
vincristine or colchicine. Furthermore, the molecule selectively blocks cell cycle

progression at metaphase.

In vitro, Indibulin exerts significant antitumor activity against a variety of malignan-
cies (e.g., prostate, brain, breast, pancreas, and colon). Indibulin displays high in-
'vivo antineoplastic efficacy in animals. Based on its mechanism of action it is ex-
pected to target all types of solid tumors. It is also expected to exhibit antiasthma-
tic, antiallergic, immuno-suppressant and immunomodulating actions. No neurolo-

gical symptoms have so far been found in animal experiments. In preclinical expe-
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lactic acid are relatively good solvents for Indibulin.

For the improvement of the bioavailability of poorly soluble drugs various techno-
logies are known and proven:

(i) Micronisation of the active ingredient and formulation to oral dosage forms,
for example suspensions, capsules or tablets [lit.: R. Voigt, Lehrbuch der Pharm.
Tech.; Hagers Handbuch Band 2, Kap. 12.2; Bauer, Frémming, Fuhrer, Phar-
mazeutische Technologie]. However, these types of formulation lead in the case
of Indibulin to a relatively low and insufficient bioavailability and therefore to low
plasma levels and no efficacy.

(i) Dissolution or suspension in organic solvents and surfactants. [lit.: R. Voigt,
Lehrbuch der Pharm. Tech; Hagers Handbuch Band 2, Kap. 12.2; Bauer, From-
ming, Flhrer, Pharmazeutische Technologie]. The use of surfactants leads to an
increased bioavailability of indibulin in animal tests, but in all cases the formulation
were not acceptable for human use, due to the high amount of excipients needed.
(iiy  Preparation of colloidal suspensions, nano- or microparticle suspensions.
For example by using high shear forces the substance is crushed to nanoparticu-

late size or the substance is dissolved and afterwards precipitated out of a solvent
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SUMMARY OF THE INVENTION

The present invention relates to a pharmaceutical formulation of Indibulin for oral
administration comprising a granulate containing micronized indibulin having a
particle size of less than 20 um for at least 99 vol.-% of the patrticles, at least one
hydrophilic surfactant, and one or more additional capsulation excipients. Further,
the present invention relates to a tablet prepared by using said pharmaceutical

formulation and a capsule filled with said pharmaceutical formulation, respectively.

The pharmaceutical formulation of Indibulin according to the present invention is
based on micronization of Indibulin combined with a granulation procedure using a
hydrophilic surfactant (e.g. polysorbate, poloxamer, cremophor) and common
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One aspect of the present invention relates to a pharmaceutical formulation of
Indibulin for oral administration comprising a granulate containing micronized Indi-
bulin having a particle size of less than 20 um for at least 99 vol.-% of the parti-
cles, at least one hydrophilic surfactant, and one or more capsulation excipients.
Preferably, the micronized Indibulin has a particle size of less than 10 um for at
least 90 vol.-% of the particles. More preferably, the micronized Indibulin has a
particle size of less than 10 um for at least 99 vol.-% of the particles. Even more
preferred, the micronized Indibulin has a mean particle size in the range of 2 to 4

pm.

In a preferred embodiment of the present invention, the pharmaceutical formula-
tion comprises Indibulin in an amount of about 10 to about 50 weight %, the at
least one hydrophilic surfactant in an amount of about 1 to about 10 weight %, and
one or more capsulation excipients in an amount of about 40 to about 80 weight
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As capsulation excipients those which are common in the art can be suitably used
in the present invention. In particular, those capsulation excipients can comprise
cellulose such as microcristalline cellulose or a derivative thereof, gelatine, starch,
particularly corn starch, and highly disperse silicon dioxide (aerosil). Typically, the
capsulation excipients comprise a mixture of microcrystalline cellulose, gelatine,
corn starch and aerosil. For example, corn starch and microcrystalline can serve
as a filling mass and degradants. Highly disperse silicon dioxide (aerosil) acts in
turn to make the mass fluent. Gelatine usually serves as an adhesive to get ho-

mogeneous granules.

In a preferred embodiment of the present invention the granules constituting said
pharmaceutical formulation are covered by an outer phase composed of a mixture

comprising starch, particularly corn starch, highly dispersed silicon dioxide and
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particle size of less than 20 um for more than 99 vol.-% of the particles and ho-
mogeneously mixing the micronized Indibulin with at least one hydrophilic surfac-
tant and one or more capsulation excipients. Preferably, the Indibulin is mi-

cronized by milling with a jet mill.

In a preferred embodiment of the present invention the micronized Indibulin is
homogeneously mixed with corn starch, microcrystalline cellulose and aerosil to
obtain a powder mixture, while simultaneously gelatine and polysorbate are dis-
solved in purified water, and subsequently the powder mixture is moistened with
the gelatine-polysorbate solution to obtain a homogeneous granulate by sieving

through 0.8 mm sieve.

The process according to the present invention can further comprise the step of
encapsulating the granules by mixing with an outer phase forming mixture which in

turn is obtained by mixing corn starch, aerosil and magnesium stearate.
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Figure 3 shows the plasma level from 5 patients treated either with the pharma-
ceutical formulation according to the present invention as obtained in Example 1
hereinbelow or the drinking solution (Example 4) for comparison (cf. Example 7

hereinbelow).
Examples

The invention is described in the following examples in more detail, but without

being limited to those.
Example 1: Capsule formulation with a strength of 50 mg Indibulin
In order to increase the specific surface of the drug substance Indibulin it is milled

via a jet mill. The resulting particle size should be less than 10 pm for more than

90% (volume) of the particles with an average size of about 2 to 4 ym.
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rgu gtl on according to the present invention as
BtBYREd in Exanpl e 1 herei nbel ow or the drinking
sol ution (Exanmple 4) for conparison (cf. Exanple 7
her ei nbel ow). Exanpl es The invention is described in
Compesitoin pev unjt €Gapspiles in nore detail, but w thout
being limted to those.

Granulate
Indibulin 50.0 mg
corn starch 40.0 mg
aerosil 3.0 mg
gelatine 2.5 mg
polysorbate 80 5.0mg
microcristalline cellulose 45.0 mg
purified water (USP, EP) g.s.

Outer phase

corn starch 10.0 mg
aerosil 2.5mg
Mg stearate 2.0 mg

hard gelatine capsules of size 2 1



Exanple 1: Capsule formulation with a strength of 50
mg I ndibulin In order to increase the specific surface
W@R00bh8388F ug substance Indibulin it is mlled REHER200€005423
mll. The resulting particle size should be |ess than
10 mm for nore than 9096(vo[q6Q) of the particles wth
an average size of about 2 to 4 mm The m croni zed
| ndi bulin is honbgeneously m xed with corn starch,
m crocrystalline cel|ulose and Aerosil. In parall el
Examplg 2nkappdleforpylation:with § sifengdh g8 40P g lndibuling
wat er. The powder m xture is then noistened with the
gel ati ne- pol ysorbatesolution in order to get a
Théa wnmg.ﬂa‘aebumlggmmumtmlgmtraigm iof gjndibulix}u ghpbulés rfUié@.ivs t?qe descrip-
. ve. To enabl e encapsul ation the granula [ s m xed wt
tiony %&@fé\p?ep?a%t Avibg.e @@aglmdé# £ CQRPORILOR RRStWiihed
by m xi ng corn starch, Aerosil and My-stearate. The
conpl eted capsule filling mass is then filled in hard
Cogwlositioreperapsit (@apsfiesi ze 2 (Ph. Eur.) Conposition per
unit (Capsule) Ganulate Indibulin 50.0 ng corn starch
40.0 ng aerosil 3.0 ng gelatine 2.5 ng pol ysorbate 80
Granllaf@ mcrocristalline cellulose 45.0 ng purified
water (USP, EP) g.s. Quter phase

Indibulin 100.0 mg
corn starch 80.0 mg
aerosil 6.0 mg
gelatine 5.0 mg
polysorbate 80 10.0 mg
microcristalline cellulose 90.0 mg
purified water (USP, EP) g.s.

Outer phase

corn starch 20.0 mg
aerosil 5.0 mg
Mg stearate 4.0 mg
hard gelatine capsules of size 1 1

Example 3: Capsule formulation with a strength of 50 mg Indibulin using a polox-

amer

Composition per unit (Capsule)



corn starch 10.0 ng aerosil 2.5 ng My stearate 2.0 ny
hard gel ati ne capsul es of size 2 1lExanple 2: Capsule
WO 00133883 on with a strength of 100 ng | ndi bul PET/ER206/005423
manuf acturing of a 100 ng strength of | ndibulin
capsules follows the descrip ii_on in Exanple 1, but
having a slightly different Z nposition per unit.
Grdmiptesi tion per unit (Capsule) Ganulate | ndibulin
100.0 ng corn starch 80.0 ng aerosil 6.0 ng gel atine
5.0 ng polysorbate 80 10.0 ng mcrocristalline
cel | :90.0 ng purified water R..EP) gq.s. Quter
phasg%dg%?'”’?st arch 20.0 ng aer osi Iddﬁgﬂ%g My stearate
4.0 oyrrhstadctyel ati ne capsul es of 490.@end Exanple 3:
Capsul e fornulation with a strength_of 50 ng | ndi bulin
usi n8%SYol oxaner Conposi tion per JHiMY

( Capgulsghgr anul at e 2.5 mg
poloxamere 188 5.0 mg
microcristalline cellulose 45.0 mg
purified water (USP, EP) q.s.

Outer phase

corn starch 10.0 mg
aerosil 2.5mg
Mg stearate 2.0mg
hard gelatine capsules of size 2 1

Example 4: Drinking solution of Indibulin in 10% lactic acid (1 mg/ml)

For preparation of the drinking solution, a certain amount of the pure active com-
pound is dissolved in lactic acid 90% (Ph. Eur.). Afterwards the obtained solution
is diluted with an aqueous solution of glucose and passion fruit flavour to the
applicable volume and concentration. The final solution is oversaturated and the-
refore only stable for 2 hours. Therefore the drinking solution has to be prepared

directly prior to administration.

The applicable formulation contains 60 ml of an aqueous drinking solution of indi-
bulin with a concentration of 1 mg/ml. Glucose and passion fruit flavour are used

to modify the taste to make swalling easier.



I ndi bulin 50.0 ng corn starch 40.0 ng aerosil 3.0 ng

gelatine 2.5 ng pol oxanere 188 5.0 ng mcrocristalline
w@elbusis3e 45.0 ng purified water (USP, EP) (.BCT/ER1086/005423

phase corn starch 10.0 ng aerosil 2.5 ng My stearate

2.0 ng hard gel atine capsul ep, of size 2 Exanple 4:

Drinking solution of Indibulinin 10%lactic acid ( 1
Compbsitipn fefith@sepdioat i on of the drinking solution, a

certain amobunt of the pure active compound is

di ssolved in lactic acid 90% (Ph. Eur.). Afterwards

t he Iﬁmb%iliﬂed solution is dilgg gqi?g\n th an aqueous
u

sol ution of glucose and passion it flavour to the
appllactibaeid\v@fl%nme and conc&89.2mgn. The fi nal

sol ution i er sat ur at ed he refore only stable
for gi“‘FFb?tfréh erefore theba%}dz-ﬁlﬂ‘%g sol ution has to be

preqﬂs%g?rgfr?ﬁﬂbwupfi or to agfpmhgtration. The

appl’i ca ormul ation contains 60 m of an aqueous
dri mirngateri uti on of | ndiSN3.Am@gth a concentration
of 1 ng/mM. A ucose and passion fruit flavour are used
to nodify the taste to nmake swalling

easi er. Conposi tion of the solution:

Example 5: Bioavailability studies on animal

Pharmacokinetic studies were carried out in Cynomolgus monkeys, comparing the
bioavailability of Indibulin from three different formulation for oral administration
and for reference from an intravenously administered solution of Indibulin in solu-

tol®/propane diol:

1.  formulation according to the present invention as obtained in Example 1
(50 mg)
standard capsule of micronized Indibulin (50 mg)
drinking solution of Indibulin in 10% lactic acid, as described in Example 4

intravenously administered solution of indibulin in solutol®/propane diol.

The results show a significant improved bioavailability for the formulation accord-
ing to the present invention compared with an ordinary capsule formulation. In
comparison with the drinking solution containing lactic acid, the bioavailability from
the formulation according to the present invention as obtained in Example 1 is
lower, but this is compensated by the better tolerability and the higher possible
dosing as exemplified by said Example 1; cf. Table 1 hereinbelow (AUC = area

under curve).



| ndi bulin 60.0 ng lactic acid 90% 7269. 2 ng gl ucose

Ph.

Eur .

5532.5 ng passion fruit flavour

96.

9 ng pur.

worien3Be503. 7 ng Exanpl e 5: Bioavailability sPCUHER®0ENS423

ani nal
Cynonol gus nonkeys,
Indibulin fromthree differen
adm ni stration and for
dm ni stered sol ution of
Tableyl:pr opane diol :
pr esent

conpar

1.

I n

Phar macoki netic studi es were carried out
t he bioavailability of
“fornul ation for
reference froman intravenously
I ndi bulin in sol utol
formul ati on according to the

i nvention as obtained in Exanple 1 (50 ng) 2.

in

or al

Megﬁagpgﬁ(,g:ggapsuﬁe of mcronized I'ndibulin (50 ng) 3.

drinking solution of Indibulin in 10%lactic acid, as
Addies cr|iThetnérs Exanpl e [An#nalliauc,ay enouslos adat U8 €d* [ AUC,ss, om®
sol utli on of | ndi bul i Aok (1) [ O The|,
Roptgs y ts show a si gni fIglerRt %%Q\C}ved ['E({ gal I 'lk‘ﬂo'{‘/fnpy [ng-h/mi]
I UI IILII al | COU | M1 Cl
perompé Fﬂlag %%f,éj@nt 8 an 53 %%%ﬂ?%é‘é? . 5611695.3 455 1 510
form rison Wlththe drinking] sol ution
contcl(gyrﬁ@) actlc ac:ld th bi oavallablllty fromthe
pe%ﬁlgl ﬁgﬁﬁrﬁcawﬁ%ﬁ@ ‘i”% | §£§' 31| 82k 1%5“ 103%313 109137
perfoRdiP§ 'aélaﬁo‘ﬁér RURer 't1§b@£ %Hs' '1%36 @Wést %65‘# %‘ﬁf 2863 £ 1810
possilbl e d03|% as eXenpliffied by slaid Exanpl e 1; cf.
Tabl 4 ™M'HePEtSAH ow (JAUC § area under curve)| Table 1:
intra- solution (0.2 mg/kg)]1b 299 + 85.4* | 14949 t]- -
venously [in sol/prop * 4270

* Plasma samples from intravenously administered animals were only withdrawn until 4 hours and,
thus, only AUC, could be calculated

Example 6: Bioavailability studies in humans

The formulation of Example 1 was tested in Phase | studies in humans. Patients

were treated with the Indibulin capsules under fed and fasted conditions to evalu-

ate the influence of administration prior or after a meal.

To obtain relevant plasma levels it seems to be better to administer the capsules

under fed conditions. Fig. 1 shows treatment first under fed and for second treat-

ment under fasted conditions afterwards. Good bioavailability can be observed in

the first treatment whereas after second treatment no plasma level was found.

Fig. 2 shows data from a patient who was first treated fasted and afterwards

treated under fed conditions. Again, if patient was fasted, no plasma level of Indi-

bulin can be found, but under fed conditions significant plasma levels were obser-

ved.




* Plasma sanples fromintravenously adm ni stered

animals were only withdrawn until 4 hours and, thus,
W@00g/138865 0- 4 coul d be cal cul ated Exanpl e 6: PCT/EP2006/005423

Bi oavai l ability studies in humans The fornul ati on of

Exanple 1 was tested in Phasg | studies in humans.

Patients were treated with the Indibulin capsules

Examl%!éf?:f@dnmadisbﬂSdfeMerbdi«ailabiﬁtyt«n‘ Exampleatie(cdpsule formulation
I nfTuence of adm nistration ggior 0($zf

i ter. a l. To
accoisting 0 o AYaReNtIN¥ERtoN)ceRd ExamRiBchidrRking sy ifPhase |
1Ny r.the capsules under fed conditions. Fig. 1
Su“ﬂ%%&gh@%§%§nent first under fed and for second treat
ment under fasted conditions afterwards. Good
. bioavailability can be observed in the fifst treatnen
Fig.whehews thetRias dsna'stqféaaﬁé%{‘dfﬁaﬁ;}f*a%%ﬁaf'%ma (et o4, 105
f %@g ' S #hd 18 aBRt dekinghRlu@sh VeFsils two pa-
andtre g8§?%§P§Q gggﬁ%S@irmards tre%teq under fed _ P
tientso (phtients 4.16Agad ,17) frgeded evith smpadadte capspleasormulation ac-
| evel of |Indi bulin can be found, but under fed
cor@ipg o the RECSEY MYEMH™: pl asma | evel s were obser
ved. Exanpl e 7: Conparison of the bioavailability of
Exanple 1 (capsule fornmulation according to the )
Thepplesma leivelseoft bath)foemulationvpere withiarthe isame sanaa taking the stan-
i,n Phase .|, studies jn humans FEig. '
car gy i B R TR S e Uit B BEquna. The
bioshlaBiify 48r bel StaRicE@ e binift foBbyihaforineldtiarsi ¢ aci d
drinking solution versus two pa tients (patients 116
and 117) treated with 50 ng via the capsule
fornmul ation ac cording to the present invention. The
pl asma | evel s of both fornulation were within the sane
range taking the stan dard deviation into account,
therefore no significant differences can be found. The



bi oavailability can be stated to be simlar for both
formul ations.C ains 1. A pharmaceutical fornul ation of

WO pahsdsssh for oral adm nistration conprising BCT/EP2006/005423
granul ate containing m cronized | ndi bulin having a
particle size of less than 2fsomfor at |east 99
vol .-%of the particles, at |east one hydrophilic
surfac tant, and one or nore capsul ati on excipients.
2. The pharnmaceuti cal forn}iﬁti on according to claim
1, wherein the mcronized MRlin has a particle
size of less than 10 nmfor at |east 90 vol.-%of the
particles. 3. The pharnmaceutical fornmulation according

. t A pharmmateuticat feimulatien wif dndibilie fon erai Bdmiimistratiom comprising a
oty AR ho Fireb22) KT S5yt o §a3kie Bize offess than
f ' [ Q j i LAkt t ili -
i P Idrh BGECO0 A, S i) Phriciot B RIS hydraphilic surfac
r dagk arid @né or mormcapsulBtionpdxipiaptsut i cal formul ati on

according to claiml, conprising Indibulin in an
anmount of about 10 to about 50 weight % the at | east

2. onﬁné‘}ﬂﬂéﬁﬁgbéitfca(? fErhAg B AGH abeoﬁiﬁ)@f@}élﬁﬁmof, wHHin the! Micronized

about "10 wel glfwt % and the additional capsul ation
exedibutintisas B particlecsiné afflesbhthan 40 pro fababtieast 9kivght% of the
% 6. The pharnmaceutical formulation according to
cIRATHEILS. wherein the hydrophilic surfactant is
selected fromthe group consisting of polysorbates,
pol oxaners, crenophors and pol yal kyl ene gl ycols. 7.

3. ThEhe phamaecewticad formulatibaticoarding to diairg t, wvhergimihe micronized

Al s BOLISRPSLS (3B 58 L 20188 B4 o e

particles.

4. The pharmaceutical formulation according to claim 1, wherein the micronized

Indibulin has a mean particle size in the range of 2 to 4 pm.

5. The pharmaceutical formulation according to claim 1, comprising Indibulin in
an amount of about 10 to about 50 weight %, the at least one hydrophilic
surfactant in an amount of about 1 to about 10 weight %, and the additional

capsulation excipients in an amount of about 40 to about 80 weight %.

6. The pharmaceutical formulation according to claim 1, wherein the hydrophilic
surfactant is selected from the group consisting of polysorbates, poloxamers,

cremophors and polyalkylene glycols.

7. The pharmaceutical formulation according to claim 6, wherein the polysor-
bate is selected from polysorbate 20, polysorbate 40, polysorbate 60 or poly-
sorbate 80, in particular polysorbate 80.



80, in particular polysorbate 80.8. The pharnmaceuti cal
formul ati on according to claim1, wherein the capsul a
WO R@n/183833 pi ent conprises at | east one sel ect eRICT/ERING/005423
the group consisting of cellulose and a derivative
t hereof, gel atine, starch, _ ticularly corn starch,
and highly disperse sili conp? oxide as well as a
8. niTheuphatrhaceutical $orniblatiphaatacdingi toatlain rinuvbereim the capsula-

according to claim1, ergin th ranul es I

c 6Bt Pradient comhRsh teestpne sedeRLITOR the graup consisting of
CQERLRL ANd R Béﬁ\%ti@ﬂﬁﬁefﬂ Stk OétapcHT ﬁérﬁ&&larly corn starch,
conprising starch, particularly corn starch, highly
diandorighlyddispériseasiliatinodiois esasiwel gsea mintuse trerapb.  10.

A tabl et prepared by using the pharnmaceuti cal

formul ation as defined in claiml1l. 11. A capsule

9 f i'I'fHeeBhﬁ"rrF\Bcétﬁlﬁ:a‘P'f@W@l%ﬁ&ﬁiéc%brdiﬁ%ﬁb' @hine N, aghstein 1esl granules
in claim1l. 12. The capsul e according to claim11l

witopistitiding $aid phpemacenticaldostiuiation aiezeovered by anputar phase

e GE0 ek RcEhPl g RS, AR Rt pigny i
t heré@daricoh dibagé add ragndsium d@arame. pref erably
about 30 to about 70 ng, nore preferably about 50 ng

per capsule. 14. A process for manufacturing the

10,08 BEEBRled BATUARY fk, PEAPEELEEILY, GifiBibp go detmed in
pajldinche size of less than 20 mm for nore than 99

vol .-% of the particles and honbgeneously m xing the
m croni zed I ndibulin with at | east one hydrophilic

S t " i . L D : .

11 AP OB B AR AR 1G4 LA B 1
| ndi bulin is mcroni zed by

12. The capsule according to claim 11 which is a hard gelatine capsule of size 1

or 2.

13. A capsule according to claim 12 wherein the amount of Indibulin as pharma-
ceutically active ingredient is in the range of about 20 to about 100 mg, pref-

erably about 30 to about 70 mg, more preferably about 50 mg per capsule.

14. A process for manufacturing the pharmaceutical formulation according to
claim 1, comprising the steps of micronizing Indibulin to a particle size of less
than 20 pum for more than 99 vol.-% of the particles and homogeneously
mixing the micronized Indibulin with at least one hydrophilic surfactant and

one or more capsulation excipients.

15. The process according to claim 14, wherein the Indibulin is micronized by

milling with a jet mill.

16. The process according to claim 14, wherein the micronized Indibulin is ho-

mogeneously mixed with corn starch, microcrystalline cellulose and aerosil to



mlling wth a jet mll. 16. The process according to
claim 14, wherein the mcronized Indibulin is ho

wore@ensssssl y m xed with corn starch, m crocrysPEI/EP2086/005423

17.

18.

19.

cellul ose and aerosil toobtain a powder m xture, while

si mul t aneously gel ati ne and qyol ysorbate are di ssol ved

in purified water, and subsequently the powder m xture

i obtaina peweer wnixkirehwhilel samulli@np@uwcg%fﬂr@e #pdupelysprbate are

mlsgs%i\&ép @%ﬁpgﬁge\ﬁé‘%r%ﬁa%%e&heﬁil?“ch@%éﬁ&%ﬂj%xﬂré is mois-

rocess accor

f yshéewithanpgetatirg-pblysettete eblmiwatpsmbtlamt homogbaeous granules
granules by mxing with an outer phase formng m xture
wibycgieYing thros gh. gﬁﬂﬁl $ieMepy i xi ng corn starch,
aerosil and magnesium stearate. 18. The process
according to claim 14, further conprising the step of
f it pebdcls guterdingeotdlaimh 140 funhert ci;mmpi'lsmgame step of encapsu-

gel ati ne capsul es of  size ﬁbor 2., 19. The process

ad%mm@ granuieaiby MbIngEHeRR RYfer PhaskefoEmING: Fiixture which in
T 3 s BitaRebSoyPHaRSG $BFh bdircth 24 rB5H BRE-magnesium stearate.

The process according to claim 14, further comprising the step of filling the

pharmaceutical formulation in hard gelatine capsules of size 1 or 2.

The process according to claim 14, wherein the pharmaceutical formulation

is processed for tabletting.



