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1. Yo, Emilio FERREROQ, identificado como aparece al pie de mi firma,

actuando como apoderado en el asunto de la referencia, atentamente, solicito se efectie
el examen de patentabilidad de la solicitud en referencia presentada de acuerdo con el
Capiltulo 1l del PCT y segin lo establecido en el articulo 44 de la Decisién 488 de la
Comisién de la Comunidad Andina. Para tal efecto presento junto con este escrito el
recibo por valor de $ 194.000.00, que corresponde a la tasa fijada segun lo dispuesto en
la resolucién No. 35582 de 28 de dicilembre de 2005.

2, Ruego atentamente a la Sefiora Jefe se sirva ordenar que se anexe este
recibo para que se efectle dicho examen y se continde con el trAmite de la solicitud.

Bogota, 3 0- MY0 2006
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DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 04- 118276

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
—PCT, FUE PUBLICADQO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 562,
DE FECHA 31 DE MARZO DE 2008, EL TERMINO HABIL SENALADO POR LA

LEY EXPIRA EL 05 DE JULIO DE 2008.

NOTA: Dentro del plazo de los seis (68) meses siguientes a partir de la fecha de
publicacién en la gaceta de Propiedad Industrial, debera solicitar y cancelar el
examen de patentabilidad so pena de que la solicitud caiga en abandono, de
acuerdo con lo establecido en el Articulo 44 de |la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
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REFERENCIA Radicaclén 04 118276
‘ Trémlite 002
Evento 001
Actuacién 430
Follos 014

Como resultado del examen de patentabilidad de la solicitud de patente de invencién N°
04 118276, realizado segun el articulo 45 de la decision 486 de la comisiéon de [a
Comunidad Andina, se notifica:

Documentos estudiados:

. Descripcién: folios 53-61

. Ejemplos: follos 81-72

. Capltulo relvindicatorio estudiado: folios 73-75
. No se relvindica prioridad

bjeto de la Invencién

Segln las reivindicaciones 1 a 9 de la presente solicitud, se refiere a formulaciones
farmacéuticas orales que contienen derivados de fosfollpido y al menos un excipiente no
reactivo que no son higroscépicas porque son libres de lactosa o al menos no contienen
més del 1% de la misma.

Clasificacién intemacional de patentes A 61 K 31/685

Claridad de !a solicitud

El art. 30 de la decisién 486 contempla que “Las relvindicaciones definirén la materia que
se desea proteger mediante la patente. Deben ser claras y concisas y estar enteramente
sustentadas por la descripcion”

Los términos “derivados de fosfolipido” y “excipiente no reactivo® de [a reivindicacién 1 son
muy amplios y pueden incluir derivados de fosfolipidos y exciplentes que no se encuentran
revelados en la descripcién.



La relvindicacién 1 esta caracterizando una composicién por lo que no contiene (no més
del 1% de lactosa), lo cual no delimita de manera correcta la materia que se desea
proteger. Se le recuerda al solicitante que una composicién de debe caracterizar por sus
componentaes especificos y las proporciones de los mismos para que se pueda diferenciar
de manera clara de las del estado de la técnica.

Favor hacer las aclaraclones y comecclones del caso

Determinacién del uhd6 de la técnlca:

Consultadas las fuentes de informacién oo'n que cuenta este despacho, se encontraron los
siguientes documentos, anteriores a la fecha de prioridad de la presente solicitud -
26.04.02-, relacionados con la materia de la presente solicitud:

N° | Documento Titulo Fecha de
publicacién
1 | WO 9937289 | "Composiciones farmacéuticas sdlidas que 29.07.99

contienen miltefosina para administracién oral
en el tratamiento de leishmaniasis®

2 | US 4837023 | “Composiciones que contienen 06.08.80
hexadeclifosfocolina y alquiigliceroles y sus
usos”

3 | US 4687768 | “Preparacion fammacéutica para tratamiento 18.08.87
terapéutico de enfermedades reuméticas”

4 | US 4684632 | “Formulacién con 1,2-dlacliglicero-3- 04.08.87
fosfocolinas para el tratamiento de
desérdenes gastrointestinales”

Evaluacién de los requisitos de patentabllidad:

El articulo 14 de la decisién 486 de la comisién de la comunidad andina establece que:
*Los palses miembros oforgarén patentes para las invenciones, sean de producio o de
procedimiento, en todos los campos de la tecnologla, slempre que sean nuevas, tengan
nivel inventivo y sean susceptibles de aplicacién industrial”

En cumplimiento del articulo 14 de la decisién 488 de la comisién de la comunidad andina,
se procedié a evaluar los requisitos de novedad, nivel Inventivo y aplicacién industrial con
el fin de establecer la patentabilidad de la invencion reivindicada en la solicitud en estudio.

Evaluacién de la NOVEDAD

El articulo 18 de la decision 486 establece que “Una invencién se consideraré nueva
cuando no astd comprendida en el estado de la técnica”

La publicaclon WO 9937288, en sus ejemplos 7,9 y 10 revela composiciones de
miltefosina libres de lactosa que contienen:

Miltefosina (derlvado de fosfolipido)
Celulosa microcristalina

Estearato de magnesio

Fosfato dicélcico

La patente US 4837023 revela composiciones libres de lactosa que comprenden:

Ll
2 .



- Miltefosina {derivado de fosfollpido)
- Celulosa

La patente US 4887768 publica formulaciones libres de lactosa que contlenen derlvados
de fosfollpidos en combinacién con exciplentes no reactivos (ver ejemplos 1,2y 7)

La patente US 4684632 ensefia formulaciones libres de lactosa que comprenden
derivados de fosfollpidos y excipientes no reactivos (ver ejemplos 11, 13, 15, 17, 18-25)

La composicién de la presente solicitud comprende:

- Derivado de fosfollpido
- Exciplente
- Libre de lactosa

Comparando elemento por elemento, las composiciones de la presente solicitud son
iguales a las de los documentos citados y pueden afectar la novedad de la presente
solicitud.

En conclusién los requisitos de patentabllidad de la presente solicitud se encuentran
afectados asli:

N° Documento Relvindicaclones Requisito que
afectadas afecta

1 WO 8837289 19 Novedad

2 US 4837023 19 Novedad

3 US 4687766 1-0 Novedad

4 US 4886632 1-9 Novedad

En cumplimiento del articulo 45 de la Decisién 488 de la Comisién de la Comunidad
Andina, se le Indica que debe dar respuesta dentro del término de sesenta dias contados
a partir de la fecha de la notificacién de la presente comunicacién. En caso de no dar
respuesta al presente requerimiento, o sl a pesar de la respuesta subsistioran los
impedimentos para la concesién, se denegaré la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo 5 del tiulp primero ge la Circular Unica N° 10 de 2001

Alix Carmenya’Cébpedes’de Vergel
Jefe de la Divisién de Nuevas Creaclones

15 AN 207

El anterior requerimiento fue notificado por fljacién en lista, de fecha

CONCEPTO TECNICO EXAMINADOR TECNICO
Numero 0849 Cadigo 202024
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INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(51) International Patent Clamification 6 : (11) International Publication Number: WO 99/37289
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CA, CH, CN, CZ, DE, DK, EE, ES, F1, GB, GE, HU, ID,

(27) International Fiting Date: 22 Jumuary 1998 (22.01.98) IL, IS, IP, KE, KG, KP, KR, KZ, LK, LR, LS, LT, LU, LV,

MD, MO, MK, MN, MW, MX, NO, NZ, F1, PT, RO, RU,

SD, 8E, 3G, 81, SK, T], TM, TR, TT, UA, UG, US, UZ,
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compositions containing hexadecylphosphochaline (mitwtoaine) for oml

composition, & dosage schems for

composition in the trestment of lolshmanissis, end finally & combination compriging said solid
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Each capsule as obtained has a fotal weight of 446 mg and contains 200 mg
hexadecyiphcsphocholine. The retio between hexadecylphosphocholine : flowability-
controlling agent : fillers in the filling mbdure is 1 : 0.095 : 0.65 (parts by weight).

Exampie 6. Hard gelatine capsule (content: 250 mg miltefosine)

250 g hexadecyiphosphocholine, 80 g lactoss, 50 g microcrystaliine celluiose, 5 g
talc, 5 g highly disperseed silicon dioxids and 15 g magnesium stearate were blended
according to the process as described In Example 1. The thus obtained filling
mixture is filled in portions of 405 mg into gelatin hard capsules of 97 mg weight in a
known way by using a suitable capsules machine.

Each capsule as obtained has a total weight of 502 mg and contains 250 mg
hexadecyiphosphochaline. The ratio between hexadecyliphosphocholine : flowabllity-
controlling agent : fillers in the filling mibdure is 1 : 0.1 : 0.52 (parts by weight).

Example 7: Tablets (content: 250 mg of haxadecylphosphocholine)

50 g of hexadecyiphosphocholine, 24.25 g of microcrystalline celiulose and 22,00 g
of anhydrous dicaicium phosphate are sieved and blended. 3.75 g of magnesium
stearats are sieved and added to the blend. Then the mixture is blended agein. The
resulting blend is compressed into tablets each weighing 500 mg. One tablet
contains 250 mg hexadecyiphosphocholine.

The ratio between haxadecyiphoaphocholine : flowebllity-controlling agent/surfactant
: fillers in the tablet Is 1 : 0.07 : 0.825 (parts by weight).

Example 8: Tablets (content: 30 mg of hexadecylphasphocholine)

23 g of hexadecyiphosphocholine, 23 g of microcrystalline cellulose, 52 g of spray-
dried lactose are sieved and blended. 1g of colloidal silicon dioxide and 1 g of
magnesium stearate are added. The mixture is then blended again.

The resulting blend is compressed into tablets sach weighing 130.5 mg. One tablet
contains 30 mg hexadecylphasphocholine.

The ratio between hexadecyiphosphocholine : flowability-controlling agent/surfactant
: fillers In the tablet is 1 : 0.087. 0.31 (parts by weight).

%rpl; & Effervescent tablets and blend (content of hexadecylphosphocholine:
mg

1700 g of granular sodium bicarbonate are given in an oven and heated at 100 °C
for 60 min. After cooling to room temperature the converted bicarbonats is mixed
with 160 g of granular monobasic calcium phosphate, 1030 g of granular anhydrous
citric acid, 100 g of talcum and 50 g of magnesium stearate. To the resulting mbdure
are added 300 g of hexadecyiphosphocholine und blended for 10 minutes.

The resutting effervescent blend is compressed into tablets each weighing 278 mg.
One effervescent tablet contains 250 mg of hexadscylphosphocholine.

The ratio between hexadecyiphosphocholine : flowability-controlling agent/surfactant
: fillers in the tablet is 1 : 0.50 : 0.53 (parts by welght).
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Altematively, the effervescent blend can be fiiled in an amount of 278 mg into
sachets thus obtaining an efferveacent blend.

Example 10: Effervescent tablets and blend (content: 50 mg of
haxadecyiphosphocholine)

. 1 600 g of granular sodium bicarbonate are given in an oven and heated at 100 °C

for 80 min. After cooling to room temperature the converted bicarbonate is mixed
with 150 g of granular monobasic calcium phosphate, 800 g of granular anhydrous
citric acid, 80 g of talcum and 30 g of magnesium stearate. To the resulting mixture
are added 200 g of hexadecyiphosphocholine und blended for 10 minutes.

The resulting mixture is compressed into tablets each weighing 740 mg. One
effervescent tablet contains 50 mg of haxadecylphosphocholine.

The ratio between hexadecyiphosphocholine : flowabillty-controliing agent/surfactant
: fillers in the tablet is 1 : 0.55 : 0.75 (parts by weight).

Altematively, the effervescent bisnd can be filled in an amount of 740 mg into
sachets thus obiaining an effervescent blend.

Exampie 11: Drinkable blend (Sachets) (content: 50 mg of
hexadecylphosphocholine)

5 g of hexadecyiphosphocholine, 308 g of lactoas, 280 g of microcrystalline
celiulose, 5 g of saccharin and 2 g of colloidal silicon dioxide are blended. The blend
is filled into sachets. One sachet weighs 6 g and contains 50 mg of
hexadecyiphosphocholine.

The ratio between haxadecyiphosphocholine : flowabllity-controlling agent/surfactant
: filiars in the blend is 1 : 0.4 : 117.5 (parts by weight).

Exampie 12: Dﬁnlublo:‘l:)nd (Sachets) (content: 100 mg of
hexadecyiphosphocho!

10 g of hexadecyiphosphocholine, 200 g of lactose, 250 g of microcrystalline
celluioss, 7 g of saccharin and 3 g of collaidal silicon dioxide are blended. The blend
ia filled into sachets. Ona sachet weighs 4.7 g and contains 100 mg of
hexadacyiphosphocholine.

The ratio between hexadecyiphosphocholine : flowabillty-controlling agent/surfactant
: fillers in the blend is 1 : 0.3 ; 45 (parts by weight).

Bxample 13: Drinkable blend (Sachets) (content: 200 mg of
hexadecyiphosphocholine)

20 g of hexadecyiphosphocholine, 306 g of lactose, 403 g of microcrystalline
cellulose, 5 g of saccharin and 6 g of colinidal silicon dioxide are blended. The blend
is filled into sachets. One sachst weighs 7.4 g and contains 200 mg of
hexadecyiphosphocholine.

The ratio between hexadecylphosphocholine : flowability-controlling agent/surfactant
:fillers in the blend is 1 : 0.3 : 35.5 (parts by weight).



United States Patent s

(111 Patent Namber: 4,837,023

[45] Dats of Patent: Jun, 6, 1989
[54 COMPOSITIONS CONTAINING " [%6] Rolrences Cited
HEXADECYLOPHOSFHOCHOLINE AND
ALKYLGLYCEROLS AND USES THEREOF

[75] Inventor: Hamffrg RiM, Bovendsn, Fed Rep.
of Cormany :

[73] Amignes: Mas-Flansk-Gesallochaft Tar

Foslerng der Wissenschafton,
- QGoeitingen, Fed. Rep. of Germany
[21] Appl No.: 27960
{221 PCT Filad: Dec. 4, 1906
[86] PCT No.: PCT/EP86/00703
§ 371 Dute: Oet. 2, 1987

§ 102(c) Duty:  Oet. 2, 1967

(87] PCT Pub. No: WOS7/03480
PCT Pub. Date: Jun. 18, 1987

{30]  Forelgn Appliestion Priority Data

Dec. 4, 1985 [DE] Fod Rep. of Germany ... 3542803
Feb. 28, 1986 [DH] Fed. Rep. of Garmeny ... 3606631

[51] Int. CL® cumnn ASIK 97105 ASIK 31/688;
COTF 9/09

(31 UB QL A2/43% S14/TT;
€24/400

FOREIGN PATENT DOCUMENTS

0108563 of OX0 Huropeas Pat. O .
0123330 of 0000 Europesn Pat. OF. .

OTHER PUBLICATIONS

; Unger, ot al, Klin. Wochenstr, 63: 565-571 (1989).

Ando, ot al.,, Cancer. Ren. 32: 125-129 (1972).
Bib, et al., Canc. Res. Clin. .Oncol. 111 (soppl) 1986
Eibl, et al,, J. Clin. Res. Clin. Onoal 111(suppl) 1986,

. abstracts Ncy 21 end Noy 22.

et oL, Ageats & Actions 11(6/7): 565-364
Zeller, et al, “Dialog Abstract”.

-&nﬁetﬂ.'!‘hedvhydalkslmlchlhﬂ'

and related. derivaiives against lesishmania donovenl
CAI107 (19): 1682960,

Artorngy, Agent, UM—FO&&LM

Cytotozically-effective medicaments contmining hex-
sdecyiphosphocboline as active material )
13 Claims, No Druwings

T2



4,837,023

7
EXAMPLE'I
Preparstion of hexadecylphosphocholine HiO
(») Hexadecylphosphoethanolamine (phosphoryls-

tion, ring closare and ring
Hexadecanol (1 mole, 243 g.) and triethylamine (1.8
tetrahydrofo-

mole, l!)g.)u'edll:llvadlnl.ﬂ.'ﬂﬂ’(

8
cluates are rotery evaporuted and the residnal
mnvdﬁthmlumﬁ:lﬁduhutnup
ml dichloromethane and mixed with 4 L of
The crystals which separste out at —20" C. are
with cold acetone, then with pentane and dried in
vacuom. The yleld of pure hexsdecylphosp

E.Eiaa

amounts of 250 g. (sbout TO% referred to hexadecyl
glycerol).

nn)lndlddeddmpwbmlwmlymmm
oaychlorlde(umole. 184g)in 120 ml

!nthmn- 10

ton vemel (Dreonstbed, 5 1, with dropping. femnel Motk ()
thermometer and stivrer) does not exceed 10° C. For the — — _— = —
eonledwhh: gﬂnmh'l:;m s foemd (%): s 1 a .1
e '&%w&%&u@d&.ﬁ ?

m . o
of 0.0 for tha reaction product after hydrolygha with Examples for pharmaceutical compositions
walex). Example for a solution:

One removes the ice bath snd drops into the reaction 2% 3. l-n-propoxy-2,3-propanediol, 12.5 g, 1-o-hex-

with vigorous stirring, a.sqlution of ethanol- 20 yioxy-23-propanediol, 12.5 g  l-r-noayloxy-2,3-

/methanol/acetlc acid, water 100:60:20:5 ta vol: Rf 30 stearyl M' ol white vaseline are sdded
mnﬂ-l)-mmhb-ﬂ’c-ﬂmﬂﬂﬁm mmm#f;ﬁhmmﬂmulu

mhmhmd% active material distribution Is achieved

i impuritics, n- by warking up of the cooled melt by mesns of a multable
mmmnww'“mmw ;m out (see ys bomogenisstion sppamstus (for example a three-roll
1 g. of the hydrophilic salt contains 50 mg. hexadecyl-
oale. (9h) (-] B1} HILD N1 POl
found (% S0 1098 1® (1] Example for an emulsion:
4 1l83g 1 iol, 391 g. 1-n-
bexyloxy-2,3-propsnediol, 591 g l-n-unonyloay-2;3-

without further parification, taken up In 12 g are mixed and 5 g. hexadecylphosphocholine dissolved

crystals, vigorous stirring,
mm«mmnhudm :
reaction mixinre Is mized dropwise and mghﬂnwc-nﬁﬂdhﬂ-hphm
whilutllm'wnhdlmeﬂwlnlphh 4 mole, 500 g.) In high-speed disporsion apparxtus.
such a menner that the asumdio' Subsequently, tha cream is cooled to 30° C. while stir-
C. The resction is ended 60 mitmtes after the dropping %0 fing-
in (detection by TLC in chloroform/methancl/25% 1 g of water-in-of] cream contains 30 mg. hexadecyl-
ammouis 39:50:5 in vol; Rf value 03). After phase  phosphocholine.
muﬂ'c,hmcphemmm Emmple for caprales:
nct. One removes the solvent on a rotary evaporator 1.25 kg. hexadecylphosphocholine are dissolved in §
under vacuum and chromatographs the viscous residoe 353 kg. chloroform and 1.25 kg Actosil suspended in this
on silica gel (Merck Art. 7733, silica gel 60, grain size  solution. Subsequently, the solvent Is stripped off in a
02 005 mm.). vacuum. The dry mass is passed through a 1 mm. sieve
and again dried in & vecmum at 30° C. in order to re-
Chrommiograph move last residues of mivent. This granniate is fitled in
Silica gol, 2 kg, are mized with chloroform/me- 60 known mamner on a suitable capsuling machine into
thanol/25% ammonia (200/15/1 in vol.) and filled into  hard gelatine capsules of the sixe 00 in an amoont of 500

nch:ummphyenlmn.bnnduulvehvboud
One capsule contains 250 mg. hexadacyiphosphocho-
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Mmmﬂmw
for the mmdmm
which contain in addition to the sntiphlogistically act-
ing oxicam derivatives of the genera] formula *
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laoric acld, myristic acid, palmitic acid, stearic acld; 10 further conventional galenic auxilisry substances, and

yeero-3-phosphocholine/cal-
ing and with.a heatahie filler norxie, similar to the meth- dundlhidemy_vwnlfmdmdﬂndu:p:t

ods described in DE-OS No. 30 22 136 25 within molar ratios of 1:0.5 to 1:20.
The special 1.2-diacyl-gl VA on the doaage of the oxicam,
may be processed with the oxicams by the  350-250 mpg of the 1,2-diacyl-glycero-3-phosphocholine-
process wherein they are worked for exsmple into the  calclum chiaride mixture are added.

viscous 1,3-diacy i masees The 1,2-diacyl-gl

prior to the filling, or added after the filling of the 1,2- 30 med in the following compxise in the two

ina powder ortablet  positions acyl radicals of the aforedescribed mixtures.
form. To produce tablets and powder mixtures the spe- In order to further llustrate the present invention and
ol 1,2-discyl-gl are con- the adveniages theroof, the following specific examples
verted into a solid form. Becanse of the viscosity of the  are given, it being understood that these examples are
substances, this is difficult. However, by the 315 imended only to be illustrative without serving as s
addition of 2-10% by weight of calclum chloride, solid  Emitation on the scope of the present invention.
are obtained.
To produce solid preparations, the special 1,2-diacy})- EXAMFLE ]

C.hldmchlmﬁeidddmmud‘l-mﬁ.h b. Filler mass
particular 2-109%, with respect to the weight of 1,2-dla-  Special 1,2-discyl-glycero-3-phosphocholine: 9 kg
cyl-glycero-3-phosphocholine. . . denhylme&lyai%lh' )

dried, comminuted 1.2-diacyl-giycero-3-phosphocho- 55 gelatine capeule of size 2. Subsequently, in the mme
line-calcium chioride mixtures may also be comminuted  hard geiatine capsule filling maching with the ald of a
or granulated by the usual processes. To siabilize the  filler station for powder, 100 mg of the powder mixtore
products, advantageomly 0.1-2% by weight with re-  described ynder a. are added and the capsule sealed.

spect to the IMM nhed The capsules contain 30 to 250 mg 1,2-diacyl-glycero-

acetate snd/or sscorbic acid is added. gistic agents.
The production of the solid, oral forms of the .
consisting of oxicams snd the special 1,2-diacyl)- EXAMPLE 2
glycero-3-phosphocholines may also be effectéd by the & Oxicam powder mixtore
following process: ¢ Piroxicam: 100 g
Powder mixtores: ‘Tablettose ) 800 g

The oxicams and a 1,2-discyl-glycero-3-phosphocho-  Avicel (microcrystalline cellulose): 60 g
line-calciom chioride mixinre comminuted to the  Aerosil (pyrogenic silics): 20 g
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Sodiom carboxymethyl starch: 10 g Calclum chloride: 4.0 mg

Magnesium stearate: 10 g Sodivm carboxymethy] starch: 10.0 mg
The substances are mixed homogeneously and pressed Microcrysallive cellulose: 26.0 mg
into 100 mg tablets with a dismeter of 3 mm. .

. b. Filler masa 5 Hmummlo._om .
Special 1,2-diacy}-glycero-3phosphochaline: 76.5 kg 500 g spocial 1,2-diacyl-glycern-)-phoaphocholine
Witepsol suppository mass: 14,3 kg are dissolved in 1000 m} chloroform, mized with 40
Soybesn oll: 9.2 kg calciom chloride, anhydrous, in 500 ml methano] and
Ethanok: 3.0 kg . ; spmyed in a fluid bed cnto a powder mizture containing
are mizxed homogeneously in a knesder at 60° C, 10 100 g pirozicam ground to Jess then 50 um, and 10 g

Gh&wﬁ%ﬂﬂwmlm dllica. The product obtained is mixed with 90 g silion,
station mg mam dexcribed 100 g sodiom carboxymethyl starch, 260 g microcrystal-
under b, are filled into a hard gelatine capsule of size 2. line cellulose and 100 g magnesium stearate in a conven-

Su , in the same machine with the sid of & ¢ i
mr“ﬂlﬂ!hllmml:ﬂ e & " tiona] powder mixer and pressed into tablets with 10 mg

tion described under & is inserted into the capsulo sod

the capyuls sealed. EXAMPLE 2

. EXAMFLE 3 Pironicam capsules:
Pirexicam: 100.0 g 20 Piroxicam: 20 mg
Special 1,2-discyl-glycero-3-phosphocholine: 76.5 g Special 1,2-dincy}-glycaro-3-phosphocholine: 100 mg
Witepsol suppositaory mass: 14.3 g Silica: 40 mg . :
Soybesn oll: 9.2 g Microcrystalline cellalose: 40 mg

Bthanol: 3.0 g o 500 g special 1,2-diacyl-glycero-3-phosphocholine,
mmdmlmvudmpnuugﬂ:m 3 comminuted, am ground cold with the addition of 150 g
to approx. 407 C. The solution is filled in & capmile  gjiry The powder obtained is mixed after b

mmd"’;hﬁ,ﬂégwm room tempersture with 50 g silica and 200 g calcium
at a rate of 12,000 capeales per hour. The miature imme.  BYrosen phosplte end filled into capmies af 20 wg

" distely solidifies in the capsule. The capsule be 30 PErOmCEm. .
< to the examples are used for the treatment of cheomatic
EXAMFLE 4 diseases and sxhibit mbstantially lesser side effects com-

Piroxicam capsules: pared with active oxicam ingredients administered
Piroxicam: 10.0 mg . 35 \dentical doses with respect to Inflammatioms of the
Silu:ll'lnl ine: 0.0 gastrointestinal tract and damage to the hiver.

- Special 1,2-discyl-giycero-3-phosphocholine:

. LCalelom chloride 1.3 mg .. RESEARCH REPORT ON THE

! 230 g special 1,2-diacyl-glycero-phosphocholine are EFFECTIVENESS OF THE COMBINATION OF
-dissclved in 400 ml chigroform and mixed with a salu- 40 THE INVENTION

* tion of 6.873 g calcium chlorkde, anhydrous, in 70 ml 1. Acu

methannl. This solation is sprayed in a fluld bed onto a - Acate test

powder mixture of 50 g piroxicams, ground to less then Male rats with a weight of approximately 160 g were
30 pm and 18.5 g silica. The granules obtained are  used in the experiments. The expertmental animals re-
scresned to over 0.3 mm and fllled into hard gelatine 45 celva a diet of soft rolls for 3 days, which is discontin-

capeules with 10 mg piroxicam. ued one day before the onset of the experiments. Tap

EXAMPLE 5 water remains avallable ad lbitum.

. The control and trested groops consist of 10 animals
mﬂm - go Sach. Tho substances are administered p. . in & volume
Sikca: 5.1 mg . of 3 ml/kg body weight. Three and a half hours after
Special 1,2-diacyl-glycero-3-phosphocholine: 1000 mg  the administration of the sbstance the stomachs are
Calciom chloride: 6.9 mg - removed and examined for ulcers. Evahmtion is per-
Preparation as in Example 4. formad macroscopically with the ald of index numbers,

EXAMPLE 6 33 The ulcer frequently i determined additionally. Refer-

ence: K. Takagl, S. Okabe: Jap. J. Pharmacol., Vol. 18,
Tenoxicam capmlas: 1968, 9-18.
Tenoxicam: 10.0 mg
Sflica: 3.5 mg . 2. Subacute test
WIMIWNW 6 Malp rata, fed in & normal manner, with s weight of
Caicinm chloride: 1. spprox. 160 g are used in the experiment. The control
¥ % in Example 4. and treated groups consist of 10 snimals each.

‘EXAMPLE T - The snimals receive the test substance on three suc-

Piroxicam tableta: & cesive days, p. o, In a volume of 3 mi/kg body weight.
Piroxicam: 100 mg - . Three snd a balf hours after the last application of the

Special 1,2-discyl-glycero-3-phosphocholine: 500 mg =~ substance the stomachs are removed and examined and
Silics: 10.0 mg evaluated as in the acute test.

&



United States Patent 9 (1 Patent Number: 4,684,632
Schulxz et al, [45] Date of Patent: Ang. 4, 1987
[54] FORMULATION WITH SPECIAL, 4532193 /1988 Ghycry e ol e SI/TE
YCERO-3-PHOSPHOCHO-
GASTROINTESTINAL msonnm 40 Izvl:m m:ﬂ off, e m
[75] Inventors: Volker Schnls, Cologne: Sigard 248 11977 Frame e SIA/TS
) Layck, Pulheim; Manfred Dibr, 2009738 12/1978 United Kiagdom ... 514778
Pulheim-Dansweller; Milkioy :
Ghyexy, Cologne; Armis Wendal, OTHER PUBLICATIONS

Cologne; Jirg Hager, Cologne, Fed.
Rep. of Germany
[73] Amignce: A, Nattermamn & CIE. GmbH,
Cologne, Fed. Rep. of Gormany
[21] Appl No.: G488
(2] Filed: Dec, 21, 1984
3ol Foreign Application Priority Dats
Dex. 22, 1983 [DE] Fod. Rep. of Germumny ... IME51S
[51) Ist. Q¢ ASIK 31/685
(521 US. QL SI/TR; 514/925;
514/926; 514/927: 314/928

[S8] ¥ioM of Seareh ... S14/78, 923, 926, 977,
514/928

[36) Ralfsrences Cltnd
USs. PATBNT DOCUMENTS

3,165,004 /1963 E— | Ty |
/1981 Nlbjll-.d [ ——— ;T |
4300411 /1902 Ghyxyetal e 51/
A/1902 Takaml et Ol i /T
4331795 VIl Chyesyetal s/
/1983 Chyayet il o 314/78
4421,47 12/1983 Chycxy et al. — Ty ]

Paritan's Pride, Lecithin, p. 36, 198).
The Merck Index, Ninth Edition, No. 5287, 1976, pp.
M1-712,

Chemical Absiracts, vol. 80, 128127k, (1974).

Selecta 40, “Zytoprotektion wehrt peptische Ulera
sb™, pp 3361-3371, Oct. 3, 1983.

Science, 218, (1983), 1311-1129 “Role of Surface-Ac-
tive Phoapholipide in Gastric Cytoprotection™.
Primary Examiner—Johnuie R. Brown

Assisiont Exominer—Jolm W. Rollips, Jr.

Atiorngy, Agent, or Firm—Burns, Doane, Swecker &

57 ABSTRACT

Pharmacentical formulstions for the treatment of gas-
trolatestinal disgrders, which contain ag the active com-

) mnmmmm

smovnt of a 1,2-<discylglycero-3-phosphocholine in

which 75-86% by weight of the acy] radicals are unsat-
urated fatty acld radicaly having a chain length of 16, 18
or 20 carbon atoms. The miztures of futty acid radicaly
in the acyl groups in the 1- and 2-positions prefersbly
have differemt The formulations can also
contain other active compounds, in particular those
which display injorious gastrointestinal side effects.

17 Qialma, No Drawings
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The composition descrided tnder () is Mlled inte  added to 100 mi of water and the mixtare s briefly
hard gelatin capsules in & hard gelatin capsule machine  ahaken
having a filling point for Hquid filling matorial at 60° C. BXAMPLE 11
Capsule sixe 0 elongated, dose 638 mg. s

EXAMPLE 3 ASA-scetyimlicylic acid 300 mg

Drink ampoules 1,2-di i 2 100 mg

1,2-discylglycero-3-phosphocholine 97.8 g Asrodd] 200 20 mg

Combination Syrap 160.0 g Na carboxymethyicellulose 20 mg

Mocha essence 2.0 ml 100 Hydrogenated castor ofl 10 mg

Marsala esence 3.2 ml Microcrystalline cellulose 150 mg

Purified water to 2000.0 ml The ingredients listed are mixed, compremad and

The 1,2-diacylglycero-3-phosphochaline is dispersed provided in a customnary manner with known tablet
with stirring, in 1.4 1 of water and then homogenized  CORting agents, for example celluloss acetate phthalste
using & giit homogenizer. ARec addition of an aqucous 13 OF bydroaypropylmethylceliulose phthalate.
solmtion of the combination synip and the flavarings, EXAMPLE 12
by filtration. The solution is then fllod, tnder aseptic ~ ASA capsules:
e ASA. milled 100 300
conditions, iato injection visls (3 ml). o | -acetylsalioylic acid, T':'mn;
EXAMPLE 6 Vehie 13mg
98 g of 1,2-diacylglycero-3-phosphocholine are dis- Aﬂ'ﬁﬂ.mgo’:fg'mw
solved, with warming, in ethancl, and mised with g PhoWphochaline/CaCl,, ablaroform
; : of CaCl with 200 mi of methenol is
nhﬁad:;dahmchhﬂe(nhytm)hmnl”m:‘h’dm’ln Tied <100 o in s o lmm

of methenol. The solvents are removed in vacno, and " y
the resulting product is rednced, with the addition of sulting free-flowing powdar & filled into hard gelatin

19 Aarcsil 200, tn & particle size < 100 i The resulting containing 300 mg of ASA per capsule.
mﬁmmmddmm Ezample 13
can also be compressad to form tahlets % Hﬂmm
EXAMPLE 7 1,2-discylglycero->-phosphocholine/CaClz 100 mg

. . Aecrosil 200 30 mg
NI:W“‘; Na carboxymsthyicelinlose 20 mg
solved: chloroform, mized a solution ydrogeserated castor
10 g of aydrous CaCl in 200 mi of methanal, and the Muuuzll%:'.
misture i dried ming & Buchi type 190 spray dryer. 200 g of phenryibutazone are dimolved in 500 ml of
Tha resulting product, with the sddition of 1 . chioroform, 93.5 of the phospholipid are etirred in, and

remaining components, comminuted, compressed to
EXAMPLE 8 form tablets each containing 200 mg of pheaylbutazone,
5 § of & mixture of 30% by weight of Lidlacyl T Coed 3 Maalogy to Exampls 11.
and 20% by weight of 1,2- 45 BXAMPLE 14

are digolved in Indomethecin capsales:
ethanol and mixed with & solution of 6 g of CaCly (anby- Indomethacin
drm)hlﬂmldmmmgnhmvulh 1}”@,:;3@“&1&“
vaouo and the resulting product is processed in analogy Vehicle S mg
to Ezampls & 5 A istion consisting of 50 g of 1,2-diacylgiyoero-3-

%0gofl i ool fadometincin in & fiidiund bed The resalting powder
2-diacylgiyoero-3-phosphocholing i ma sthenol is sprayed onto the milied
alfied = 500 ml of distfilad water, mixed with s solution treated as described in Exsmpla
le;danﬂ;hwmlddHI;dm”h o In &

snd processed in snalogy to Exmpls 6. EXAMPLE 15
EXAMPLE 10 Wuprofen tablets:
200
Agqueows dispersion. M1mu
1mumak‘-ﬂqbdnhmmh @ Acrcell 200 30 mg =
Mocha chocolste emence 5.6 kg Sodium ;’n.
vm%‘-r.?u Ihpdm:mm .
Saccharin sodinm 0.16 kg ' s Toeestionin mnelogy to Example

ng_lam:b“h:pwﬁut. EXAMPLE 16
' prepare the squeons dispersion resdy for drinking, It a "
immediately before me 125 g of powder mixture are Tbuprofen 200 mg



4,684,632

IJ-WM}MNMMCIO: 100 mg
Vekicle 10 mg

Preparstion in anslogy to Ezample 12,

14
ture described under (n) are metered into each cap-
sule, and the capsule is closed.
The capsules contain 0 to 1300 mg of 1,2-diacyl-
and 10-250 mg of non-steroi-

yeero-3-phosphocholine
L :lnlmﬂhlhmnlmyllmu.lhembdml-nﬂlm
tory agents to 1,2-diacylgiycero-3-phosphochaline ad-
vantageously

belng 1:0.1 1o 1:10

p-dlohrm lﬁmgnhlunhwhgnmdt.l

Adsorbent 15 mg @)Fﬂlng-—puinm
Preparation in anslogy to Example 12 2 785 kg
14.3

: EXAMPLE 19 w'"mw,.,h"
Diclofenac sodium tablets: - Bthanol 3.0 kg sre homogeneomly mized In a
Diclofense sodium 50 mg knoader at 60" C.
1,2-Discylgiycero-3-phosphocholine 100 mg : 38 (c) 500 mg of the fllling composition described onder (b)
Aegrosl] 200 15 mg are filled into a hard geistin capsule of size 0 in 2 hard

ing cellulose 735 mg gtistin capsule machine having a filling point for
Magneginm stearaie 10 mg liquids. Then, uting the sam¢ michine sod a filling
Sodinm 5 point for tablets, a tablet of the composition desorihed
Preparation in analogy to Example 11 30 under (a) is introduoced into the capsule, and the cap-

EXAMPLE 20 sule s closed.

Tablets containing diclofenac: EXAMPLEZ
Diclofenac sodium 1000 g Presdunisolone tablete: )
Avicel PH 102 1460 g 35 Prednisolone 5 mg
Aerosll 200 20 g - 1,2-disoylglycero-3-phosphocholine/CaCly 100 mg
Magnesiom stearsie 23 g Microcrystalline cellulose 60 mg
Sodium g Aesrosll 200 10 mg
The mixture is to form biconvex tablots . Sodium carboxymethylsinrch 13 mg

each contyining 130 mg of diclofensc sodiom, and thepe 40  Magnesiom stesrate 10 mg

:_ul-leuuwllhncuﬂnsmm mnmnwm
1,2-Diacylgiycero-3-phospbocholine 15.09% EXAMPLE 24
HPMC cps 7.5% Dexamethssons tablets
Colloidal SiOz 1.5% 45 (5-Flooro-l )

Ethanol 18.0% Dexaméthasone 0.5 mg
Methyltwme chioride 38.0% in amounts of abont 100 1,2-dk 30.0 mg
EXAMPLE 21 0 “Mm oudl 43mg
Capsules diclofensc:. Magnesimm stearate 10
NAUHHII&W s - 0 »
Asrcall 200 10 8 EXAMPLE 25
Magnesiom stesrate 13 g 35 Methotrexxte tablets
Sodium earboxymethylstarch 13 g Mothotrexair 2.5 mg .

(b) Filling camposition- 1,2-diacylglyoero-3-phospbocholine/ CeCl; 100.0 mg
1.2-Diacyiglycero-3-phosphocholine 9 kg cellalose 30.0 mg
rnlyutyo?.:lyeﬂMIh Asrosll 13.0 mg
The nuixture §s mixed homogeneously in a kneader at Magnosivm sicarste 7.5 mg

(&) Using the described under (b) in ' fn anaogy 10 B

E; under
Uﬁ. filling comxposition )hr EXAMPLE 26
Mn;hlh.!!)n'dﬁem“mdudhbﬂ Mlblddhhlu:

Sodinm p-aminosalicylste 2H2O 400.0

Wal@u
STA-RX 1300 (special corn starch) 45.0 my
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