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are also directed toward . developments of oral
treatments.

Many exploratory studies have been conducted on

the Vpossible use of molecules intended for treating

30  cancer ‘and administered orally, whether these are old

active ingredients (e.g.: etopeside, cyclophosphamide

and idarubicin), novel synthetic derivatives of

fluoropyrimidines (e.g.: UFT, capecitabine, 5-1),

platinum derivatives (e.g. : JM-216) or Vinca alkalcids

35 (e.g.: vinorelbine).



in 1989 in France. Today it is marketed in the whole
world, as a solution to be diluted for perfusion, at

a concentration of 10 ng/m expressed as vi norel bine
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characterlzed inthat it appears in a solid form
i ntended for oral administration. 3a The ora
forms based on vinorelbine ditartrate according to
the present disclosure are solid forns nade from
conventional excipients for conpression or for
gel ati ne capsul es (diluents, binders, disintegrating
agents, flow agents, lubricants). Surprisingly, these
4 forms have sufficient stability so as to be kept at



solid forms made from m xtures of a water-soluble

vi nor el bi nesal t, advant ageousl yvi norel bine ditartrate,
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i ndustrial manufacturing nethods. These nethods are
st andard net hods for nmaking sdlid forns, known to one
skilled in the art. The met hod for
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gr anul ation step and during storage sel ection of an
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granul ation, i.e. aggloneration of the ingredients as
gr anul es. The granul ated m xture then undergoes
a drying step in order to obtain a dry grain, i.e.

having a hum dity of the order of that corresponding
to the 10 mixture before granulation. The drying may



In a particul ar enbodi mrent of the nethod, the

obt ai ned granules are calibrated to a size conprised

bet ween 100~ and 250 um preferentially about 200 pm

20 An external phase conprighgng a disintegrating

agent and/or a flow agent may be added to these

granul es obtained via a wet route. The whole is

intimately mxed in a mxer such as a tunbler m xer.

The lubricant is then always added to the inside 25
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m xer of the pharmaceutical industry. The nlxture may
then be granul ated via a granul ation step w thout any
sol vent bei ng provi ded, such as for exanple by a

sl uggi ng or 35 even conpacting step, on a rol
conpacter for exanple. -7 The thereby obtained

aggl onerates may undergo a milling/calibrating step
in order to reduce size and obtain granul es. -In
a partlcular enbodi mrent of the nethod, the obtained
granul es are calibrated to a size conprised bet ween

- 100 and 250 pm preferentially about 200 pm As
previ ously, an external phase conprising a flow agent
and/or a disintegrating agent may be added to these
gr anul es. The thereby obtained granules are
mxed with a lubricant, during the tinme required for
obtaining a uniformdistribution of the |ubricant on
t he granul es. . The [ ubricated granules may, in
the same way as previously, be placed in gelatin
capsules or tablets on a tablet press, according to
techni ques well known to one skilled in the art.

Al ternatively, the conpositions according to the
present disclosure may be obtained by direct dry

m xing, i.e. direct intimate m xing of the active
ingredient with a diluent and possibly a
di si ntegrati ng agent. The lubricant and a

possi ble flow agent are lastly added at the end of

m xi ng before distribution into gelatin capsul es or
conpression as tablets. - More specifically the
di scl osure therefore relates to a stable ,
phar maceuti cal conposition conprising a water-soluble
vinorel bine salt and at | east -one diluent and one

| ubricant, characterized in that it appears in a
solid formintended for oral adm nistration. In the
sense of the present disclosure, it is understood
that a conposition terned "stable" is one for which
after storage, optionally under an inert atnosphere,
for a period-of 24 nonths at a tenperature conpri sed
between 0 and 10C, advantageously between 2C and 8C,
the inpurity content is less than 2% 8
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nmeant in the sense of the present disclosure, a
substance with which the bul k of a pharnmaceutica
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uniformty and ingredient active content uniformty
of the final pharmaceutical farm a tablet or a
gelatin capsule. Diluents further allow during the
manuf act uring processes a proper flow of the m xture
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di cal ciumor trical cium phosphate either dihydrates

or anhydrous, cel | ul osederi vatives, preferably



starch, mcrocrystalline cellulose and their

m xtures. The lubricant is advantageously sel ected
fromthe salts of fatty acids, advantageously
GRENGSAHsyst earat e, al um num st earate, cal ci UROT/EP2008/058896 -
Stearate, sodiumstearate, sorbitan stearate, zinc
stearate, fatty acid esters, atvantageously glycero
behenat e, glycerol nonostearate, glycero

pal mtostearate, stearic acid, stearyl alcohol

castor oils, either hydrogenated or not, hydrogenated
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sodi um.s umar at e, tt
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of a standard mixer of the pharmaceutical industry. -
Advantageously, this mixture is accomplished by means
of a mixer-granulator-drier in order to avoid handling
20 of the product on ~ several pieces of equilpment,
congidering the cytotoxic nature of the active
ingredient.
Actual granulation may be achieved by adding a
granulation solvent. The granulation solvent may be
25  aqueous, alcoholic or hydro-alcoholic. In the case of
the application of an alcoholic solvent, ethanol will
be preferred as an alcoholic solvent and in the case of
a hydro-alcoholic solvent system, this will be a
water/ethancl mixture in a weight ratio comprised
30 between 70/30 and 30/70, advantageously between 60/40
and 40/60, and more: advantageouély of 50/50.
Preferentially and in order to provide maximum
stability of the active ingredient, Dboth during the
granulation step and during storage, selection of an

35 alecoholic solvent, in particular ethanol, is preferred.



“pol yvi nyl pyrrolidone, guns, advantageously guar gum
tragacanth gum gum arabic, xanthan gum sugars, it
sucrose or glucose, gelatin, polyethylene glycols, or
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techniques well known to one skilled in the art.
In the case of the making by dry granulation, the
30 aetive ingredient is intimétely mixed with the diluent,
” pessibly with addition of a binder, in a mixer of the
pharmaceutical industry. The mixture may then be
granulated via a granulation step without aﬁy solwvent
being provided, such as for example by a slugging or

35 even compacting step, on a roll compacter for example.



Al ternatively, the conposition according to the

di scl osure nmay be conpacted into a tablet. . The
conposi tion according to the disclosure as a powder
or granule may be distributed in a polyneric gelatin
capsul e, preferably selected fromgel atin,

hydr oxypr opyl net hyl cel | ul ose,7and pul I ul an.

The gel atin capsule may al so further conprise a

col ori ng agent, advantageously sel ected fron1p|gnents
and oxides as well as their m xtures, nore
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The lubricant and a possible flow agent are lastly
added at the end of mixing before distribution into
gelatin capsules or compression as tablets.

More specifically the disclosure therefore relates
to a stable pharmaceutical composition comprising a
water-soluble vinorelbine salt and at least one diluent
and one lubricant, characterized in that it appears in
a solid form intended for oral administration.

In the sense of the present disclosure, it 1is
understood that a composition termed "stable™ 1is one
fér which, after storage, optionaily under an inert
atmosphere, for a period of 24 months at a temperature
comprised between 0 and 10°C, advantageously between

2°C and 8°C, the impurity content is less than 2%,



fillers, advant ageousl ytal c,silicas,titani um dioxide,
coloring agents - as well as their m xtures. The
filmcoating adjuvant proportion is conprised between
0.01 and 5% of the total weight of the tablet. In an
advant ageous enbodi nent of t di scl osure, the
conposition conprises by weight about: 0.19% of

pol yet hyl ene glycol, ,0.81% of titani um di oxide,.

0. 01% of yel Il ow qui noline col ouring agent and 0.01%

of red iron oxide. The conposition according to

t headti:solsasuneladvaneageoushyiconpri sesy wei'ght  "OT®

M1 90&da 9&9%&1?%@@&&9@&@ Wsf.rom 20 to 60%of a
wat &t ibre Vi nor el b ge salt, t

£
composi tBiYOWhg‘:@@'xal' RS tGLRE b st J%iF ewl Jgn o alsne(?:Se )
by .gfa e@feh@ﬂilddloadl\tantiagfeﬁlﬁilaycgdﬁrj:ﬁ;f $64 Chy i SRt

fro 3 50% of .a_wat ubk g, vi eLbi rielc&alatged in
stif a&&\?gﬁuglg\éﬁsl%)’/ ITg)gjlgut 3%%&@’

Whe
t heomdm iy SO G0 SERE i €8 oLDPERSIE Botive
obt i @qurfﬁér‘fﬂﬁ' ngf ikheadvanl ageouskyeconpri skrm, a

by wei ght” from 35 055%of a, wat | €ryrth 11
vi nb#el e neT s& t 95t %P%”%%eaﬁ%éggﬁg y Sbout "

50% ey Walemasiolfabterihnareddsisnessal Proper flow of the

Aoy L8 vhnor sl bipg: ditanty afieicifhgenerally do
n ‘accor di ng to the di scl sure feasion o be

advatm; afeousbyopersy or 885 n 24 °8edle§ pat 0 ge 1n or
to f@&fﬁ%%ece'dt Sustiabi hhéymaklng ofThrebdefrpesi ti on

according to the di scI 0S, act ed iAo d.akleets the
or di st but FRTA §éI at |u§rcl:g%[s;rgl 'e, “may thus. be

st qm&amt di senbed-packageaniprefebabtyed Fapabte o
thetmm uc;rﬁ @ldtito%r pe@ated whé hiidreaientprooofstandents of

i §TUre- al um ni zed Iamnate | a at bl
accokei mef e HFehni IS Kot t 6 oﬁgrﬂdgfql I eglna pestbLy

ar t ¢oJhe; dirsclasur ecwdve Aoy bl ar-ustieat el $9 %f?ﬁb]ﬁje a
[imtin J]CH}’ br}/ th g@ﬂé%&g Sxarm %owder to Tahé ebsnch
c

and“gef apsu es accordi ng, to he _disc
pr epad edhe THeg ¥ ghaki |a|lf39 é’§o\7{é F gg%{: ranglrrfsg\@&? of

di s5QL Uti QR leatka ower eopeasur ethweleanpl ehm 1theBE5ere in
vinorelbine %Iyt artyate. goncenL Al ed Motldli@biets.

excess,
By the term of "hinder”, in the sense of the

present disclosure, is meant a substance capable of
promoting interpar_-ticular bonds. With the binders, it
i3 possib'l_e to reduce the required compression force
for obtaining tablets. Certain binders, such as
cellulose derivatives, generate entanglement between
the particles to be agglomerated. Others have a not
very high melting point and, upon a rise of temperature
" induced during compression, &are c_apable cf forming.
interparticular bridges.

By the term of "flow agent™, 1in the sense of the
present disclosure, is meant a substance capable of

improving the flow of a solid mixture by improving the



was prepared by wet granul ation, and an external

phase (sodium croscarnellose, colloid silica

di hydrate) was then added, before a step for

l'ubrication and distribution in gelatin capsules. The

obt ai ned gel atin capsul es were,dosed with 30 ng of

vi nor el bi ne base. The rm?ori ty diluent is

pre-gel atini zed mai ze starch. 15 1.1. Unitary and
centesimal formul ati ons of the granul es Conponents
Dosage with 30 ng of base Weight in ng % Vinorel bine

di t artuasiecdl.&&5 3%5=00pfréegel @td nithédefnirze shar gregular

40. 4%lggﬁggk¥ocﬁ%%g%ggﬁg%éé% celdile9se 26.94 22.70

Pol yvi Sodi um croscar nel | ose 5. 94
5.00 Col IRy dahesitqen 6f hydhapi@tegrating agent”, 3n the

sense of the present disclosure, is meant a substance
allowing the solid pharmaceutical form to disintegrate
in the presénce of liquid, for example in the stomach
or upon contact with digestive fluids, - thereby
releasing the active ingredient.

By "film-coating agent", in the sense of the
present disclosure, is meant a substance, most often a
polymeric substance, capable of covering tablets,
granules or even the gelatin capsule envelope with a

- fine film. Tt may play the role of a coloring agent or
hbe used for hiding & taste or an unpleagant smell. It
may also protect the patient or the medical personnel,
ar a manual and bucco—pharyngeal level, from the
toxicity of an active ingredient. It may also ‘be
gastro~registant or causiné dialysis. In ﬁhis case this
is then called a coating agent because the amount to be
deposited is larger. .

By "film-coating adjuvant”, in the sense of the

_ present disclosure, is.meant plasticizers with which the
coating film may be prevented from being too brittle.
They may also allow a reduction in the temperature for
forming the film. -

The diluent is advantageously selected from
sugars, advantagecusly sucrose, fructose, giucose,
polyols, advantageously mannitol, xylitol, sorbitol,
maltitol, lactitol, polysaccharides advantageously
native or pre—gelatinized  starch, maltodextrins,
cyclodextrins, mineral compounds, advéntageously
dicalcium or tricalcium phosphate either dihydrates or
anhydrous, cellulose derivatives, preferably
microcrystalline cellulose, lactoses either

monohydrates or anhydrous, as well as their mixtures,



0.30 0.25 Magnesium stearate 0.59 0.50 Total 118.71

100. 000 Cel ati-n capsule of size 3 1 gelatin capsule /
1.2. Stability test at 5C in a seal ed package after 6

5 and 12 nont hs The conpositions as gelatin

capsul es are housed in a seal g¢ package (TO and

stored at 5C with an external 20% hum dity rate.

Next, the inpurity content (in %of the total weight

of the conposition) is dosed 10 after 6 and 12 nonths
(T6 and T12-respectively) and_conpared to that dg edl .
bef ozmhand ancT®, dheardiArErsh Eeng%]t Sfeéht t hgom  drcalcium

per %@g@sceatdmy@ﬁgtgo aﬁﬂnﬁhem Tl?reangebliﬁ@mmdedatr@lze

t he thange in the
e e

vi nor el blmedllti&D:tLCatIEStL@r @di&rﬁdéiﬂﬁﬁ@%%]rﬁé TorRT i nston the

The £a are fﬁ@gﬁfe%cq@s|ntQﬂ%hﬁﬂk@@b@sﬂ@felﬂagne81um
bel ow. |s operatlng procedure \ﬁaﬁloc |ed I n.the

f ol | DR X arfBs 12t oS BEar g tearate, sodium
d'Iaéﬂééﬂétéﬁﬂs@&bﬁt@ﬁp&ubasate, zinc stearate, fatty acid

esters, advantageously glycercl Dbehenate, glycerol
monostearate, glycerol palmltostearate, stearic dcid,
stearyl alcohol, castor oils, either hydrogenated or
not, hydrogenated vegetable oils, maize oil, sodium
benzoate, talc, sodium stearyl fumarate, fatty acid
tﬁiglycerides, polyethylene glycol and its derivatives,
as well as their mixtures, and 1s advantageously
magnesium stearate.

The diluent advantageously consists in a mixture
of microcrystalline cellulose and of a constituent
selected from D-mannitol, maize starch and dicalcium
phosphate dihydrate. |

The diluent proportion is advantageously comprisedJ
between 20 and 80% of the total weight of the
composition, more advantageously compriséed between 30
and 60%, more advantageously equal to about 56%.

The lubricant proportion ig advantagecusly
compriséd between 0.5 and 10% of the total weight of
the composition, advantageously between 1% and 5%, and
still more advantageously equal to about 0.5%.

The composition according to the disclosure may

'comprise a binder.
The binder may be selected from cellulose

aerivatives, advantageouély hydroxypropylmethyl
cellulose, hydroxypropyl cellulose, hydroxyethyl
cellulose, methyl cellulose, cellulese, from

polyvinylpyrrolidone, gums, advantagecusly guar dgum,

tragacanth gum, gum arabic, xanthan gum, sugars,



Change in inpurity content TEL to T6:+0.5 TOo
T12:+0.79 TO to 112:+0.06 1.3. Dissolution test at

TO The amount of dissolved active ingredient is

nmeasured according to a standard European

phar macopeia 5 protocol, in 1 fjiter of 0.1N HC1 for a
gelatin capsule at 37C under 75 rpmstirring. The

results are transferred into the table below. This
operating procedure was applied in the follow ng

Exanples 2 to 5. Time(mn) 05 10 15 30 45 Anount of

di ssOTWE®SEc OFvBLRARTRdiBHECH - 0PgeY Y YLene glycols, or a

copolymer of vinylpyrrolidene and vinyl acetate, as
well as their mixtures, and more advantageously 1is
polyvidone K30.

The binder proportion is advantageously comprised
between 1 and 10% of the total weight of the
composition, advantageously egual to about 2.5%.

The composition according to the disclosure may
comprise. a disintegrating agent.

The disintegrating agent may advantageously be
selected from sodium croscarmeilose, sodium carmellose,
calcium carmellose; cellulose, starch derivatives;
preferably carboxymethyl starch, pre—-gelatinized
starches, native starches, polyvinylpyrrolidone
derivatives, advantageously crospovidone or copovidone,
as well as  their mixtures, and advantageously is
crospovidene, sodium carboxymethyl starch or sodium
lacroscarmellose, and still more advantageously is
sodium croscarmellose.

The pfoportion of disintegrating agent 18
comprised between 1 and 10% of the total weight of the
composition, advantagecusly between 2 and 8%, and more
advantageously equal to about 35%.

The composition accerding to the disclosure may
comprisé a flow agent.

The flow agent is advantageously selected from
hydrophilic or hydrophobic colleidal silicas, either

“hydrates thereof or anhydrous, and prefer@ntially is
Hydrophilic coiloidal silica dihydrate.

The total proportion of flow agent and/or of

lubricant is advantageously comprised bétween 0.2 and
57 of the total weight of the composition,

o

advantageously equal to about 0.75%.
According to an advantageous empodiment of the

disclosure, the composition comprises by weight:



94 95 95 10 Inordertoeval uatebioavail abilityof
vinorel bine ditartrate in the oral forms according to
the invention, the dissolution kinetics of a
commerci al softgel ati ntypecapsul eNavel bi neOral (r) 15
(WD 03/101383), containing a vpnorelbine ditartrate
solution are indicated bel ow (identical conditions,

50 rpmstirring). Time(mn) 0 5 10 15 30 45 Anpunt

of dissolved active ingredient(% 0 6 90 95 96 98 20

Exanpl e No.2 -~
- about 56% of diluent, advantageously about

22% of microcrystalline cellulose and about 34% of pre-
gelatinized maize starch oI dicalcium phosphate
dihydrate or D-mannitol; -
- about 2.5% of binderxr, advantageously
polyvicone K30 ; \
- about 5% of disintegrating agent,
advantageocusly sodium croscarmellose;

- about 0.25% Qf flew agent, advantageously

colloidal silica dihydrate;
- about 0.5% of lubricant, advantagecusly

magnesium stearate.

The composition according to the disclosure may
appear as a powder or as a granule.

Alternatively, the composition according to the
disclosure may be compacted into a tablet.

The composition according to the disclosure as a
powder or granule may be distributed in a polymeric:
gelatin capsule, preferably selaected from gelatin,
hydrbxypropylmethyl cellulose, and pullulan.

The gelatin capsﬁie may also further comprise a
coloring agent, advantageously selected from pigments
and oxides as well as their mixtures, nore
advantageously selected from titanium oxides and iron
oxides, and their mixtures. '

The gelatin capsule advantageously comprises
gelatin, iron oxides and titanium dioxide.

A film-coating agent may be deposited at the
surface of the tablet.

The filmecoaping agent is advantagecusly seie;ted
from derivatives of cellulese, : advantageously
hydroxypropylmethyl cellulose, hydroxyethyl cellulose,
hydroxypropyl celluiose, methyl cellulose, ethyl
celliulose, cellulose acetate, sodium carmellose,

acrylic derivatives, advantageously polybutyl



A mxture with a 35% concentration of vinorelbine
ditartrate was prepared by wet granul ati on and an

ext ernal phase was then added (sodi um croscarnel | ose,
colloidal silica dihydrate) before a lubrication and
25 gel atin capsule distributipn step. The obtai ned
gelatin capsules are dosed with 30 ng of vinorel bine
base. 17 The majority diluent is dicalcium
phosphate di hydrate. 2.1. Unitary and centesim

forms Conponents Dosage with 3 of . base
ny ReViRASEEL B Pie dPPéYtr%t%eﬁﬂggggﬁgéﬁgyﬁxcny%hgcryhate’
phosphatetdi/hydr ate t4Qc42184e 05 M ppbeelysrhl | i necrylate,

cel Lul.ose, 26, 94,2270 Polysdonc K80 2. 87,18-50 Sodi a1

alcohol, glycerol behenate, waxes, advantageously

beeswax, carnauba wax, gelatin, shellac, coconut oil,

hydregenated castor oll, polyvinyl alcohol,

polyvinylmethylether, polyvinyl acetate as well as
~ their mixtures. ' ,

The film-coating agent proportion is
Vadvantageously comprised between 0.1 and 20% of the
total weight of the tablet, advantageously between 0.5
and 10%.

The composition may further comprise at least one
film-coating adjuvant.

The film-coating adjuvant is advantageously
selected from polyoxyethylene and alkyl ethers,
plasticizers, advantageously triethyl citrate, dibutyl
sebacate, dibutyl phthalate, mygliol, . triacetin,
fillers, advantageously  talc, silicas, titanium
dioxide, coioring agents as well as their mixtures.

The film-coating adjuvant proportion is compriséd
Detween 0.01 and 5% of the total weight of the tablet.

In an advantageoué embodiment of the disclosure,
the composition comprises by welght about: 0.19% of
polyethglene glycel, ,0.81% of titanium dioxide, 0.01%
of yellow quinoline colouring‘agent and 0.01% of zred
iron oxide.

The composition according to the disclesure
advantageously comprises by weight from 5 to  80%,
advantageously from 20 to ©60% of a water—-soluble
vinorelbine salt.

When the composition according to the disclosure is
obtained by granulation, it advantagecusly comprises by
weight from 30 to 50% of a water—-soluble wvinorelbine

salt, still more advantagecusly about 25%.



5.00 Colloidal silica dihydrate 0.30 0.25 Magnesi um
stearate 0.59 0.50 Total 118.71 100.000 Celatin
capsules of size 3 1 gelatin capsule / 5 2.2,
Stability test at 5Cin a seal ed package after 6 and
12 nont hs Change in the total janount of in’puriti'es TO
to T6 : +0.18 TOto T12 : +0.07 2.3. Dissolution test
at TOTime(mn) 05 10 15

When the composition according to the disclosure is

obtained by dry mixing, 1t advantageously comprises by
weight from 35 to 355% of a water—soluble vinorelbine
salt, still more advantageously about 50%.

The water—scluble vinorelbine salt advantageously
is vinorelbine ditartrate.

The coﬁposition according to the disclosure may
advantageously be stored in & sealed package in order
to increase its stability. ,

The compositidn according to the disclosure,
compacted into tablets or distributed in a gelatin
capsulé, may thus be stored in a sealed -package,
preferably in a thermoformed blister coated with an
air-proof and moisture-proof aluminized laminate or co-

laminate agcording to techn%ques known to one skilled

in the art. 7
The discleosure will now be illustrated in a non-

limiting way by the following examples.
Tabhlets and gelatin capsules according to the
disclosure were prepared. Their stability as well as

+heir dissolution rate were measured.

Example No.l
A 35% wvinorelbine ditartrate concentrated mixture

was prepared by wet granulation, and an external phase
{sodium croscarmellose,‘colloid silica dihydrate) was
then added, before a step for lubrication and
distribution in gelatin capsules. The obtained gelatin
capsules were dosed with 30 mg of wvinorelbine base.

The majority diluent is pre-gelatinized maize

starch.



30 45 Anmount of dissolved active ingredient(% 0 55
85 94 95 95 10 Exanple No.3 A mxture with a 35%
concentration of vinorelbine ditartrate was prepared

f,anul ation, and then an external phag
vpé( éﬁﬂ?ﬁ)? % . ?niﬁ?z%osmsss%

d| um croscarnel | ose, 15 coll oi dal

d| hydrate), before a step forld ubrication and
distribution in gelatin capsules. The 18 obtai ned
gelatin capsules are dosed with 30 ng of vinorel bine
base. The majority diluent is D-mannitol. 5 3. 1.

Uni fagy andscent esia! Lonaulani ons sCOMPONENLS DAsAge e

10

15

20

base Ve ght—T1m g
granules
Components posagg with 30 mg of base

Weight in mg %

Vinorelbine 41.55 35.00
ditartrate
Pre—-gelatinized maize 40.42 34.05
starch
Microcrystalline 26.94 22.70
cellulose
Polyvidone K30 2.97 2.50
Sodium croscarmellose 5.94 5.00
Colleoidal silica 0.30 0.25
dihydrate
Magnesium stearate 0.59 0.50
Total 118.71 160.000
Gelatin capsule of 1 gelatin Y
size 3 capsule

1.2. Stability test at 5°C in a sealed package after 6
and 12 months

The compositions as gelatin capsules are housed in
a sealed package (T0) and stored at 5°C with an
external 20% humidity rate. Next, the impurity content
(in % of the total weight of the composition) is dosed
after 6 and 12 months (T6 and T12Z respectively) and
compared to that dosed beforehand at T0. The difference
between the percentages at T6 and T0 and then T12 and
T0 indicate the change in the impurity content.

It is compared with that obtained for freeze-dried
vinorelbine ditartrate stored under the Same
conditions.

The results are transferred intoc the table herein
kelow. This operating procedure was applied in the

following Examples 2 to 5.



Vinorel bine ditartrate 41.55 35.00 D-manni tol 40.42
34.05 Mcrocrystalline cellulose 26.94 22.70
Pol yvi done K30 2.97 2.50 Sodi um croscarnel |l ose 5.94

wo 2o/bdakde0i dal silica dihydrate 0.30 0.25 NaghgsbiiRiosssos
stearate 0.59 0.50 Total 118.71 100.000 Gelatin

capsul e of size 3 16
Vinorelbine Gelatin capsules
ditartrate
Change 1in TO. to T& @ +0.5
impurity content | T0 te T12 : +0.79 | T0 to T12 : +0.06

10

15

20

25

1.3. Dissolution test at TO

The amount of dissolved active ingredient is

measured according to a standard European pharmacopeia
proteocol, in 1 1liter of 0.1N HCl for a gelatin capsule
at 37°C under 75 rpm stirring. The results are
transferred into the table bkelow. This operating

procedure was applied in the following Lhxamples 2 to 5.

Time (min) 0 5 1C 15 30 45
Amgunt.of dlssolved 0 86 94 94 95 95
active ingredient (%)

In order to evaluate bicavailability of

wvinorelbine ditartrate in the oral forms according to

the invention, the dissolution kinetics of a commercial
soft gelatin type capsule Navelbine Oral®
(WO 03/101383), containing a vinorelbine ditartrate
solution are indicated below (identical conditions, 50

rpm stirring) .

Time (min) C 1 5 | 10 | 15 | 30 | 25

Amount of dissolwved

active ingredient (%)

Example No.2

A mixture with a 35% concentration of vinorelbine
ditartrate was prepared by wet granulation and an
external phase was then added (sodium croscarmellose,
colleoidal silica dihydrate) before a lubrication and
gelatin capsule distribution step. The obtained gelatin

capsules are dosed with 30 mg of vinorelbine base.




1 gelatin capsule /

seal ed package after 6

t ot al

v ifudigssb

amount of inpuriti

3.2. Stability test at 5Cin a

and 12 nont hs Change in the

es TOto T6

+0.25 TOto T12
0 3.3. Dissolution test at TO Ti nme(
45 Amount of dissolved active ingr
0 84 94 94 95 95 Exanple No.¥

g%f%};&%?&?/%58896

A mxture with a

35% concentrati on of vinorelbine ditartrate was
prepared by dry m xi ng,

10

15

The
dihvydrate.

majority

2.1. Unitary and cente

diluent

before a step

is

simal forms

dicalcium

phosphate

Dosage with 30 mg of base

Components : :

Weight in mg %
Vinorelbine 41.55 35.00
ditartrate
Dicalcium phosphate 40.42 34.05
dihydrate
Microcrystalline 26.94 22.70
cellulose _
Polyvidone K30 2.97 2.50
Sodium croscarmellose 5.94 5.00
Colloidal silica 0.30 0.25
dihydrate
Magnesium stearate 0.5% 0.50
Total 118.71 100.000
Gelatin capsules of 1 gelatin /
size 3 capsule

2.2,

Stability test at 5°C in a sealed package after 6

and 12 months

Change in the total amount of impurities

T0 to T6 +0.18
TO to T12 +0.07
2.3. Dissolution test at TO
Time {(min) 0 5 10 15 30 45
Amount of. dissolved 0 55 | 85 | 94 | 95 | 95
active ingredient (%)

Example No.3

A mixture with a

35%

ditartrate was prepared by wet granulation,

external
colloidal

prhase was

silica

dihydrate),

lubrication and distribution in gelatin capsules.

added

{sodium

before

a step

concentration of vinorelbine

and then an

croscarmellose,

for
The




15 for lubrication and distribution in gelatin
capsul es. The obtai ned gel atin capsul es are dosed
with 30 ng of vinorel bine base. 19 The

v%g%&&%ﬁ%$piluent is pre-gelatinized naize St?&f@r%gwmw&m

nitary and centesimal fornulations Conponen

Dosage with 30 ng of base Wight in ng % Vi norel bi ne
ditartrate 41.55 35.00 Pre-gelatinized maize starch
40. 42 34.05 Mcrocrystalline cellul ose 26.94 22.70
Pol yvi done K30 2.97 2.50 Sodi um croscarnel |l ose 5.94

5. 00, (ol i dabigkhhca hydrat e dosed with 30 mg of

10

15

vinorelbine base.

The majority diluent is D-mannitol.

3.1. Unitary and centesimal formulations

Components posagg with 30 mg of base
Weight in mg %
Vinorelbine 41.55 35.00
ditartrate
D-mannitoeol ‘ 40.42 34.05
Microcrystalline 26.94 22.70
cellulose
Polyvidone K30 2.97 2.50
Sodium croscarmellose .5.94 5.00
Colloidal silica 0.30 0.25
dihydrate
Magnesium stearate 0.58% 0.50
Total ' 118.71 100.C00
Gelatin capsule of 1 gelatin /
size 3 capsule

3.2. Stability test at 5°C in a sealed package after 6

and 12 months

Change in the total amount of impurities

TO to Te : +0.25

T0 to T12 : +0.12

3.3. Dissolution test at TO
Time {(min) 0 5 10 15 30 45

Amount of dissclved 0 84 94 94 95 495

active ingredient (%)

Example No.4

A mixture with a 35% concentration of wvinorelbine
ditartrate was prepared by dry mixing, before a step
for lubricaticn and distribution in gelatin capsules.
The obtained gelatin capsules are dosed with 30 mg of

vinorelbine base.




0.30 0.25 Magnesium stearate 0.59 0.50 Total 118.71
100. 000 Cel atin capsule of size 3 1 gelatin capsule /
5 4.2. Stability tests at 5C in a seal ed package

nd 12 nont hs Change in the total a
"9{%‘5"?@ P& TOto T6 : +0.08 TOto T12 : Q%%Z}Fﬁms’“”‘*‘%

Di ssolution test at TOTinme(my) 0 5 10 15 30 45

The majority diluent 1is pre—gelatinized maize

starch.

4.1. Unitary and centesimal formulations

Dosage with 30 mg of base
Components ; ; P
Weight 1n mg %
Vinorelbine 41.55 35.00
ditartrate
Pre—-gelatinized maize 40.42 34.05
starch
Microcrystalline 26.9%4 22.70
cellulose
Polyvidene K30 2.97 Z2.50
Sodium croscarmellose 5.94 5.00
Collcidal silica 0.30 0.25
dihydrate
Magnesium stearate 0.59 0.50
Total 118.71 100.000
Gelatin capsule of 1 gelatin /
size 3 capsule
5
4.2. Stability tests at 5°C in a sealed package after 6
and 12 months
Change in the total amount of impurities
TO te Te : +0.08
TO to T12 : +0.12
4,3, Dissolution test at TO
Time {(min) 0 5 10 15 30 45
Amount_of d1§solve§ active 0 77 1100 1 100 | 100 | 100
ingredient (%)
10

Example No.b
A mixture with a 35% concentration of wvinorelbine
ditartrate was prepared by wet granulation, and an
external phase (sodium croscarmellose, colleoidal silica
15 dihydrate) was added, before a tablet lubrication and
compression step. The obtained tablets are dosed with

30 mg of vinorelbine base.



Amount of dissolved active ingredient(% 0 77 100 100
100 100 10 Exanple No.5 A mxture with a 35%
concentration of vinorelbine ditartrate was prepared

W 208 ho9sanul ation, and an external phase (sg /Eﬂﬂoosmssssm
croscar nel | ose, coIIO|daI silica 15 di hydrate

added, before a tablet lubric#tion and conpreSS|on

step. The obtained tablets are dosed with 30 ng of

vi nor el bi ne base. 20 The majority diluent is

pre-gel atinized nai ze starch. 5.1. Unitary and

cent esi mgle f %a@quttyonal@ggpeneﬂé s [Dosags with, 30 ”Halze

of
35.

10

15

20

base = Wi ght % Vinorel bine ditartrate 41.
BB Frie- gelatlnlzed mai ze starch

5.1. Unitary and centesimal formulations

Dosage with 30 mg of base

Components
Weight in mg %

Vinorelbine 41 .55 35.00
ditartrate
Pre-gelatinized maize 40.4%2 34.05
starch
Microcrystalline 26.94 22.70
cellulose _
Polyvidone K30 2.97 2.50
Sodium croscarmellose 5.94 5.00
Colloidal silica 0.30 0.25
dihydrate
Magnesium stearate 0.59 0.50
Total 118.71 100.000

The experiments above demonstrate that the
compositions according to the invention are stable at
5°C in a sealed package for a minimum periocd of 12
months. A shelf life of 24 months at 5°C may therefore
be reasonably contemplated for the compositions.

These experiments demonstrate that with the
compesitions according to the invention, more than 80%
of their active ingredient may be released in vitro in
less than 30 minutes.

The results of the dissolution experiments of
compositions according to the invention have shown that
after 30 minutes, the amount of dissolved vinorelbine
ditartrate is identical with that observed in the case
of a soft capsule o©f commercial Navelbine Orasl®
{described in WO 03/101383). Observation of the same
bicavailability of wvinorelbine ditartrate after 30
minutes may therefore be expected for both of these

pharmaceutical fcrms.




40. 42 34.05 Mcrocrystalline cellul ose 26.94 22.70
Pol yvi done K30 2.97 2.50 Sodi um croscarnell ose 5.94
5.00 Colloidal silica dihydrate 0.30 0.25 Nhgnesium

r 0.59 0.50 Total 118.71 100.000 5
‘é@%@?ﬁ%ﬁﬁﬁs above denpnstrate that the conpoE?PF5W$ME&”6
according to the invention arg stable at 5Cin a
seal ed package for a mninmum period of 12 nonths. A
shelf life of 24 nonths at 5C may therefore 10 be
reasonably contenpl ated for the conpositions.
TheBgamppedmt s denpnstrate that with the

conmpositions according to the invention, nore than
80% of thePT*'dtHq VB ingt eth ®erfionths) the theneaded iparelbine

Vi taocdp b ass J&J@%%@ﬁ&@&t 8% dk3The 4iesul bt Qfret NE step
di ssol ution experinents of
for lubrication and distribution in gelatin capsules.

5 Vincrelbine ditartrate is incorporated into the
diluents {pregelatinized maize starch and
microcrystalline c¢ellulose), to the disintegrating
agent (sodium croscarmellose) and tco the flow agent
{colleoidal silica dihydrate) in a mixer and

10  preferentially a tumbler mixer. The majority diluent is
pregelatinized maize starch majoritaire. Mixing is
carried out during a period for obtaining a homogenous
mixture of the different components, this duration is
preferentially 10 minutes. The mixing step is followed

15 by a lubrication step carried out by the same mixer
with magnesium stearate as lubricant. The duration of
this step for obtaining optimum lubrication of the
mixture is preferentially 5 minutes. The “lubrication
step 1is Zfollowed by distributing the mixture into

20 gelatine capsules. The cbtained gelatine capsules are

dosed with 30 mg of vinorelbine base.

6.1. Unitary and centesimal formulations

DPosage with 30 mg of base

Components Weight in mg Weight in
mg
Vinorelbine ditartrate 41.55 35.00
Pre—-gelatinized maize 43.39 36.55
starch
Microcrystalline celliulose 26.94 22.70
Scdium croscarmellose 5.94 5.00
Colloidal silica dihydrate .30 0.25
Magnesium stearate 0.59 C.50
Total 118.71 100.000
1 gelatin

/

Gelatin capsule of size 3
capsule




conpositions according to the invention have shown
that after 30 m nutes, the anount of dissolved
vinorelbine ditartrate is identical wth that
observed in the case of a soft capsule of ¢ [Ci
WY e Oral @20 (described in WO 03/ 101%@?”008%588%
Observation of the sane bioayailability of .
vinorel bine ditartrate after 30 m nutes may therefore
be expected for both of these pharmaceutical forns.
21 Exanple No.6 A mixture wth a 35% concentration of
vinorel bine ditartrate maslﬁﬁﬁﬂgred by dry m xing,
before a step for | ubri catdn and distribution in
gel atin capsul es. 5Vinorelbine ditartrate is

i ncor por at eq into;tfhe di | ugtS-o{ReggeLat i ni z%gmgag;@lon

starch ‘and n1crocr%stalllne cel l.ul ose tot
di SPMRBGIAE ng ayBht’ [SOHHU crgLear ’rT%se%a d3pg 2t
5t heeddowomgeat Lieot | ehdabnsi llubaidahydr abeyacpeaized in

m xer. and dlgp Ja%_fser%ﬂt'g\' ly, 134t U nerlméﬁﬁedﬂf%r oral

majority I's pregelatinized maize starch
rraii@ﬂftlétrr@tlﬁ?ﬁm ng is carried out during a period
for obtaini.ng a honogenous m xture of the dlfferent

components, ,this duration is erentiall .
mnute?n hg‘hﬁ] R AL S ltlon f‘_loﬁ? ES‘ % Opreceding

10 | ubrdioat | omastele Cared e@ln oﬂ}fﬂaby tthﬁ?e @aln@q’ﬁ xle? aptfacted
MegRss| Wigst-ear ab - 8sriwby i Gaktosdhe dhratdsen obitbbse,

step. for obtai ning opti mim | ubricatio f the m xtu
i sp‘gjrfé‘:i‘]egr ‘ent Pﬁ?F?g% ﬁYnutHéaém %? el ubkﬂfhi:l 9N SF%DEI é
f cha bviechlby thstiidut | pglyhecoixtuis | ntof 20kgel atiheve
Ca& U' eS pifaeggpgémﬁge@el at i @%agepsul es %@t@eé@qrms,

n% vi naor el bi_ne base. . a% a

QRN R M Wé’él%sthp% {vpdigaicium
Cosip oneintza\ iugh phios phig Vi, ght thar n@m;ﬁdmrtel birnenhydrous,
d'ééﬁfﬁfﬁ‘% Pr&egfb§f+9+§ed %@ %@r§$ microcrystalline

M crocrystal l i ne ce ose di um cr oscar mel | oSe
CotdohwidIsesi | ilagt@ishydr &t BN RRgRIUMEEESFat 0F8E8F ©F

41055y A3 139 26594451 D4 Q. 30h8: b9 nlik8uPés, 1 ged atiisn more
20 preferentially selected from dicalcium phosphate
dihydrate, mannitol, pre-gelatinized maize starch,

microcrystalline cellulose and their mixtures.

3. The composition according to any of the

25 preceding claims, characterized in that the lubricant
is selected from fatty acid salts, preferably magnesium
stearate, aluminium stearate, calcium stearate, sodium
stearate, sorbitan stearate, zinc stearate, fatty acid
esters, preferably glycerol behenate, glycerocl

30 monostearate, glycerol palmitostearate, stearic acid,
stearyl alcohol, castor cils either hydrogenated or
not, hydrogenated vegetable oils, maize oil, sodium
benzoate, talc, sodium stearyl fumarate, fatty acid

triglycerides, polvethylene glycol and its derivatives



capsul e 35.00 36.55 22.70 5.00 0.25 0.50 100. 000

Cel atin capsule of size 3 22 CLAI M5 1.

Ast abl ephar maceuti cal conposition conprising a

wat er - sol ubl e vinorel bine salt and at 5 | ea
Y%ﬁ%%?§W%%3nd one lubricant, characterized |n%%ﬁ%§5m?mﬂm96

appears in a solid fornrrnteaded for ora

adm ni stration. - 2. The conposition according

to the preceding 10 claim characterized in that the

diluent is selected fromsugars, preferably sucrose,

fructose glucos onoJ refer y

xyﬁﬁtol SOF%ItO?henH|tI %?Dgﬁdct %QI lgangkéfgrentlally

poW@Q@@@hamldéeapﬂeéerably native Or pre-gelatinized

starch, maltodextrins, 15 cycl odextrins, ninera

conpoungs, preferabr% di cal cium or trlcaL

phosphafe, efther®dr HE of CEARYEP3us’ Oceﬁ"%l §de the
5demkeaedwee,qﬂ&ﬁmaabbyanact@mxyaiahhrdéndeltbeogeluent

! a%to%%%te' ther HPQ&EW@@E %ﬁaﬁe&eta@tlﬁeha@rms)seaend

as theirr m xtures, iIs nmofe 20 preferentially
seloéctae&OFFBhF‘d?%El %‘?lﬁﬁtrﬂ?odfd‘ﬁ&t & dﬁﬂ?d?%te maize starch
manmidt al capeeugebasd st zed diivaeasear ch,
m crocrystalline cellulose and their m xtures.
3. The conposition according to any of the 25

0 precedi Ag cl Hies, COTRAHEION z8GCPRIERGEL Fhe 3br i%danthe

Isp&elceattﬁd fdlcamrt@ttyhaﬁadtéﬁliéd prefeiabl yhe diluent

nesi um. st earate alu egna Cj
ot aPRP T harhnr re i L DR 2N b 2 T ot
st eargbe, ¢ht twleacrc@mpeetércsn, preefegieaising gL g ergimprised

behenaten 8byagHOlk030 hBREshearatent AVGErLual to about
15palégrtostearate stearic acid, stearyl alcoho
cast’s

r oils either hydrogenated or not, hydrogenated
vegetable oils, maize oil, sodiunrbenzoate tal c,

Sod' um gt earl, f%@r;aésettl oAl t Yook dibgi gtacearrryie%,f the
yet hy IeneG%PEcol and its derivative

pol
OB 2001388 PETAEPB00810588 065 29°0s e i s e jubricant
m ytupestiand iss poebpetfent i dkltyemagnesi uandt d@katef the

20  total welght of the composition, preferably between 1
and 5%, and still more preferentially equal to about
0.5%. '

7. The compeosition according to any of the
25 preceding c¢laims, characterized in that it further

comprises at least one binder.

8. The composition according to  claim 7,
characterized in that the binder may be selected from

30 cellulose derivatives, preferably hydroxypropyimethyl
cellulose, hydroxypropyl cellulose, hydroxyethyl
cellulose, methyl cellulcse, cellulose, from
polyvinylpyrrolidone, gums, advantageously guar gum,
tragacanth gum, gum arabic, xanthan gum, sugars,

35 sucrose or glucose, gelatin, polyethylene glycols, or a



4. The conposition according to any of the 5 preceding
clainms, characterized in that the diluent consists in
a mxture of mcrocrystalline cellulose and of a
constituent selected fromD-mannitol, maize starch
wapaeI@d s ci um phosphat e di hydrate. 105. The PCIEods 055596
conposi tion according to any,of the precedi ng cl ai ns,
characterized in that the diluent proportion is
conpri sed between 20 and 80% of the total weight of
the conposition, preferentially conprised between 30
and 60% nnrefpreferentlally equal to about 1556%
6. CThel ¥BRMositt | BANAERGF NG afY of  tHe pretetity @
C|ﬁbm5,a%haﬂﬂﬁLﬁrmzeduk@sIhahdtmmﬁaﬂwrﬁiﬂﬂentlally is
proggrgig f@nprised between 0.5 and 10% of the 20
t ofary ot the conposition, preferably between 1
and 5% and still nore preferentially equal to about
50.5% 9.  Thel o HAMRESiddcendaagordi Bgyt ofanyadhs 7
the 25 pr cedln cl airs, charac [ ' Lt :
fuPtnér ¢ gidleastp%né Eﬁg £Sgdbg Eﬁggék%h%n e
conposi i o Easet:m@m ny and cl%ﬁ n@l?,t%a‘?%@tler"iezl@@ti RE the
th%mg@&bimer o B he, Seleeehed chr epb30 zedd ul ose
derivatives, preferably hy roxypr opyl met hyl
cel | ul ose, hydr oxypr opyl cel | ul ose, hydr oxyet hyl
10cel | ul ose, metdhylceewldailidse, eekbulibse, f¢omny of the
polyyl.nyl pyr rold danel guiR..adyADs AQROUSKYLOURE QUHthor
trggacan gum un1ara xant han gum sugars, 35
su@p@§é1§?59$uéb%%Pt%ﬁﬂ%ﬁHq$ ag6iVet hyl ene glycol's, or
a WD 2009/ 007389PCT/ EP2008/ 058896 24 copol yner of
vinypygroligone apgoyLivlopochalerads welh asibhair 1o,

m xture Sror & p e erentially 1s polyvidone K30. b
1559Cﬁheaebﬁpog¢d|éﬁ é@@@rdﬁ%@‘i%?%%%¢g6ﬁtéPalﬁﬁe?t pag oe

Ch%&@95§5b1§dsémeﬁhéﬁ EB@mbBﬁdeﬁmpbﬁpﬁtﬁrmﬁ&ldse, sodium
t ween and 1OW of t@% t ot gt O%tarch

th@aEBHE g??fonca&FéPeraﬁfyﬁgﬁ&al to a out
10ﬁ611Vhelceﬂpospteéﬁrabbbrd¢ﬁ§b®%ﬁ@ﬁﬁhﬁﬁ t%ﬁ?fCh pre-

%%qg%991£é§|@Ear@h@%ack%&h&%dSﬂhﬁdﬁﬁ;Itdéﬂﬁkﬁ&ﬁes of

rises a disi tin ent

2ocoﬁﬁé§vﬂpﬁﬁpéﬁﬁ%£ﬂgﬁﬁﬁ gF%?ﬁ%i%ly15 cﬁ§¥%;PgE|ze or
|ncbbablﬁbEedlaanEgﬂaﬁknqﬂagehtmnﬁyumﬁ$¢nQﬁQuEﬁﬁ§ﬁrably

Sel%C gogghgﬂg'uEbaﬁgﬁcéﬁﬂﬁbk9§§thflﬂgtﬁﬂch or sodium.
calcium carnel |l ose, cel

R85 2187 EL sodiun
derclf\@ﬁfJW’@§llB?%f e?BbI §* ar B%a?rréirﬁ;ﬂer%fl FeRLY 1S
pr exgekatinglzedest arches, native starches,
25derivatives of 20 pol yvi nyl pyrrolidone, preferabry
crospovi done or copovi done, as wel|| as their
mi xt ur e$2 - anBher epepabl Loy FGTFOIUdite, ©Sodl Ui °F 11,
carboxymetbybegt aroh orcrsadi usher ostiarimeldoase inand agent

still more preferentially |,8:500) UM G18SE84 MBE! 038 total
weight of the composition, preferably between 2 and 8%,

30 and more preferentially is egual to about 5%.

13. The composition according to any of the
preceding claims, characterized in that it comprises a
flow agent.

35



25 12. The conposition according to claim 10

or 11, characterized in that the disintegrating agent

proportion is conprised between 1 and 10% of the

total weight of the conposition, preferably between 2
woanrdsgng3s80 and nore preferentially is equal RGEEBRYH3896

5% . 13. The conposithen according to any of

the preceding clainms, characterized in that it

conprises a flow agent. WO

20091007389PCT/ EP2008/ 058896 25 14. The

conposi tion according to claim 13, characteri z%d in

that thé4fl cvheageRPTPEsEE] @t eBCEPHMI dr bphi G 8r 13-

hy ¢iaphebiei ol | ohdahasi ldneasloei thenthydr ateisscted from

thereof or_anhydrous,. and prefer ' Y 4i§ ; :
ny SR GRRPLE L0 oi VR PERRbHy nydrag b ” i3 ifgs, pegthes
compositien thegoradi ngrt eramgreRscl anfls P fgrepsially s

scharachenized Lo 1Hak 4he dotahybkevweagent and/ or
| ubricant proportion is conprised between 0.2 10 and

5% of the total weight of the conposition, preferably
equal toS5abornite cdBsition at@orlheg conposy t¢brelaims 13

aceordj pg té%é?é%%?r%%edChﬁﬁaQ§ﬁﬁﬁZ@Qe!T%Jﬂﬁﬂ Fllow agent
conpri ses by weight: 15about 56% of dil uen%, bet 0.2
adasl &g e ous1E Cabdut PY298 0 4 crocFyEPat Fife Petwesn V-

1oceldrl 0se and akowt 3I4%=af preeéobel abf nized nadmeosition,
starch or.dical.ci h t ichydrate or D-mann '

toII);reI}gEgB?%.%g}é?gr%%e%?a vadr?ft%géousl'y 20 pol yvi done

K30; about 5%of di si nt egrati ngagent,

advant aggoustye sodioupbeh 0s6ar nekkos@ing to abledtn 13,

0. 25% of fl ow agent,, advant age I | ). 0k .Silica

di A&7 258 Bolt 6085 b ?fﬁ?ﬁﬂ%&%t ;Bgdv‘g%?ggéoum y
15Smagnesi um st@arat e.56% of dilppntThadvaggmgssieign about

aﬁcz%r%d'o&gm&er%i‘ye%awﬁn@rmdﬂ%ecLaaagabouad 34% of pre-

characterized in that it_appears_as owder

gr éﬁlﬁaé.lmzeg “iaBI.ZGI'heSE?)E‘E%si i‘on Cchccaglrcg‘ll‘lﬁﬂg t%&gsrﬁlhate

of dimgdpreeedrnp—obkaniseolcharacterized in that it is

conpacted iniQ,a tabbety  of  pidferThe savpAshddasLy
__according to c?a|m17, characterized in that it is

20di strlivdeeasi K287 pol yneric gel atin capsul e,

preferably sgbected fFom gelfati ndilsydrexypropyl netdggnt,

Cdéd#é%%%g%%ﬁs?%'kHb@@m Oroscarmellose;

- about 0.25% of flow agent, advantageously
colloidal silica dihydrate; |
25 - about $0.5% of lubricant, advantageously

magnesium stearate.

17. The <composition according to any of the
preceding claims, characterized in that it appears as a

30 powder or granule.

18. The composition according to any of the
preceding claimg, characterized in that it is compacted
into a tablet.

35



20. The conposition according to any of clainms 1 to
18, characterized in that it conprises by weight from
5 to 80% of a water-soluble vinorel bine salt,

referably from20 to 60% nore preferenti al
wpgbw%y)og§950% still nore preferentially abou}{&@/ﬁ%ﬁsgﬁ

21. The coMposition accordingsto any of the preceding
claims, characterized in that the water-soluble
vinorel bine salt is vinorelbine ditartrate.

19. The composition according to claim 17,
characterized in that it is distributed in a polymeric
gelatin capsule, preferably selected Zfrom gelatin,

hydroxypropylmethyl cellulose and pullulan.

20. The composition according to any of claims 1
to 18, characterized in that it comprises by welght
from 5 to 80% of a water-soluble vinerelbine salt,
preferably from 20 to 60%, more preferentially from 30

10 to 50%, still more prefereﬁtially about 35%.

21. The composition according to any of the
preceding claims, characterized in that the water-

soluble vinorelbine salt is vinorelbine ditartrate.



