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REIVINDICACIONES

1.

cépsula, que comprende un éter de celulosa que

ciento a 20°(C,

éter de celulosa.

2. La composicién de acuerdo con 1la reivindicacidén 1, en
donde la composicidén tiene un contenido de cloruro de sodio de

0,15% o menos con base en el peso del éter de celulosa.

3.

La composicidén de acuerdo con una de las reivindicaciones
1 o 2,

en donde el éter de celulosa comprende metilcelulosa o
hidroxipropilmetilcelulosa.

4. La composicidén de acuerdo con una de las reivindicaciones
1 a 3, en donde la viscosidad del éter de celulosa es de 3 a 100
mPa-s.

5. La composicidén de acuerdo con una de las reivindicaciones
1l a 4, en donde la viscosidad del éter de celulosa es de 3 a 15
mPa-s'.
6. Un proceso

para hacer wuna composicién de

éter de
celulosa, en donde el proceso comprende las etapas de:

a)

alcalizar una pulpa de celulosa poniéndola en contacto
con hidréxido de sodio;

b) eterificar la pulpa de celulosa para formar un éter de
celulosa;

c) lavar el éter de celulosa para reducir el contenido de
cloruro de sodio;
d)

secar el éter de celulosa a un contenido de humedad
reducido;

e) moler el éter de celulosa a una forma en particulas;

Una composicidén de éter de celulosa en la forma de una

tiene una
viscosidad de 200 mPa*s o menos en una solucidn acuosa al dos por

en donde la composicién tiene un contenido de

cloruro de sodio de 0,3% en peso o menos con base en el peso del
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f) poner en contacto el éter de celulosa en particulas%
con una cantidad de

cloruro de hidrdgeno

suficiente para'
parcialmente despolimerizarlo de manera que un dos por ciento de !

la solucidén acuosa del mismo tiene una viscosidad de 200 mPa-s o
menos a 20°C;

'
1
!
)
i

g) parcial o sustancialmente neutralizar el cloruro de

hidrégeno poniendo en contacto el éter de celulosa particulado

con un compuesto basico de sodio, en donde el éter de celulosa se
lava en el paso c)

a un grado y la cantidad de cloruro de
hidrégeno es ajustada en el paso f)

a un grado suficiente para
limitar el contenidec de cloruro de sodio del éter de celulosa

¥
1
1
i

!
despolimerizado a 0,3% en peso o menos con base en el peso del !
éter de celulosa despolimerizado.

]
7. El proceso de acuerdo con la reivindicacidn 6,

en donde
el éter de celulosa despolimerizado se disuelve en agua para

formar una solucidén de revestimiento de inmersidn, donde las
espigas de metal se sumergen en la solucidn de revestimiento

Yy
las espigas de metal se remueven de la solucidén de revestimiento,

y la solucidén se deja gelificar y subsecuentemente secar sobre la '

superficie de las espigas para formar tapas y/o cuerpos,

y las :
tapas y/o cuerpos se remueven de las espigas.

i
8. El proceso de acuerdo con una de las reivindicaciones 6 o

7 en donde el compuesto de sodio en bicarbonato de sodio.

9. El proceso de acuerdo con una de las reivindicaciones 6 a
8 en donde el éter de celulosa es

una metilcelulosa o una
hidroxipropilmetilcelulosa.

1
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10. El proceso de acuerdo con una de las reivindicaciones 6 a !
i

9 en donde el éter de celulosa particulado es despolimerizado a
una temperatura entre 50°C y 130°C.

11. El proceso de acuerdo con la reivindicacidén 10 en donde
el éter de celulosa particulado es

despolimerizado
temperatura entre 80°C y 110°C.

a una



12. El proceso de acuerdo con una de las reivindicaciones 6 a
11 en donde la cantidad de cloruro de hidrégeno empleado es de

0,10% a 0,19% en peso con base en el peso del éter de celulosa.
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MRE-1870

P

(1%



SUFERTNDUSTRIA ¥
SUPERINTENDENCIA DE INDUSTRIA Y COMERCID

Radicacion 33A2995 B0ARBRG

fecha (AMD): 2865-86-23 1784342

MIT 8001760852 ranite  + 082 PATENTES D
Penendencias 228 DIVISIGH BE

KC10

BRECIB0 OFICIAL DE CAJA : 05 - 56,873
bFECHA

A605TD { DE 2003

(gt CONSIGNACTON mn

TIFD FAGD BANCD CUENTA

No. FAGO FECHA PBO Vr. PAGD
VELIER ABDBADDS CONSIGMACION  BANCD POPULAR  0B0-00110-6 I6474800  01/08/2003 48,263,000.00
it C 0 K CEF T O 811

RENTISTICO CONCEPTD TOTAL CONCEPTO
50005-01-03 CAMBID DE MODALIDAD Y MODIFICA 12 PARCAS Y LEMAS COMERCIALES 91,000.00
TOTAL ¢ $ 71,000.00
NOVENTA ¥ UND MIL PES0S

CAJA APLICADD AL EXPEDIENTE No.

o025 - 2ol - (06~

\

l
Folios: l\l'i
\

REGISTRD/ 444 azwzstln
% CREACIONES |

)
3
i
1
4
i

!
4
i



\X@
z\(f

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

DIVISION DE NUEVAS CREACIONES 0 3%“5
V=104 /3
2020/
Bogota, D.C.,
¥ 43

Doctor Oficio N° 3439
Emilio Ferrero
Apoderado
REFERENCIA Radicacion 00 29095

Tramite 002

Evento 001

Actuacion 430 '

Folios 010

Como resultado del examen de patentabilidad de la solicitud de patente de invencion N°
00 29095, realizado segun el articulo 45 de la decisidon 486 de la comision de la
Comunidad Andina, se notifica:

Documentos estudiados:

. . Descripcion: folios 60-67

. Ejemplos: .

t . Capitulo reivindicatorio estudiado: folios 116-118

E . Se reivindica prioridad, presentada en Estados Unidos el 21.04.99 bajo el nimero
E 09/295692

: Objeto de la invencién

'f; Segun las reivindicaciones 1 a 12 de la presente solicitud, se refiere a capsulas hechas de
 éter de celulosa de bajo peso molecular con una viscosidad de 200 mPas en una solucion
k acuosa al dos por ciento. La composicion tiene un contenido de cloruro de sodio de 0.3%
k0 menos. La composicion exhibe una formacion reducida de turbiedad cuando se forman
épsulas, se revela también un proceso para hacer la composicion

lasificacion internacional de patentes A 61 K 9/48

‘Iaridad de la Solicitud

2| art. 30 de la decision 486 establece que “Las reivindicaciones definiran la materia que
Ee desea proteger mediante la patente. Deben ser claras y concisas y estar enteramente
RV stentadas por la descripcion”




Teniendo en cuenta lo anterior, la nueva reivindicacion 1 no es clara ya que lo que se
pretende proteger son capsulas fabricadas de un éter de celulosa con bajo contenido de
cloruro de sodio y lo que se esta reivindicando es una composicion en la forma de capsula,
se le aclara al solicitante que una capsula no es una composicién y, por lo tanto, la materia
que se pretende proteger no queda totalmente diferenciada.

Favor hacer las aclaraciones y correcciones del caso

Determinacion del estado de la técnica:

Consultadas las fuentes de informacion con que cuenta este despacho, se encontraron los
siguientes documentos, anteriores a la fecha de presentacion de la presente solicitud -
21.04.99-, relacionados con la materia de la presente solicitud:

N° | Documento Titulo Fecha de
publicacion
1 US 4988807 | “Remocion de material indeseable de éteres 29.01.91
de polisacaridos solubles en agua”
2 US 5218107 | “Remocién de material indeseable de éteres 08.01.93

de polisacaridos solubles en agua”

3 | US 5840882 | “Proceso para preparar éteres de celulosa con 24.11.98
recuperacion del alcali”

4 DE 4112849 | “Procedimiento para la separacion y 31.10.91
purificacion de éteres de celulosa de una
suspension de éteres de celulosa”

5 US 4404370 | “Purificacion de éteres de almidon y celulosa 13.09.83
con mostrador de lavado”

6 US 4001211 | “Capsulas farmacéuticas a partir de eteres de 04.01.77
metil celulosa con termogelificado mejorado”

Evaluacion de los requisitos de patentabilidad:

El articulo 14 de la decision 486 de la comision de la comunidad andina establece que:
";; "Los paises miembros otorgaran patentes para las invenciones, sean de producto o de
E procedimiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan
f; nivel inventivo y sean susceptibles de aplicacion industrial’

f En cumplimiento del articulo 14 de la decision 486 de la comision de la comunidad andina,
E se procedid a evaluar los requisitos de novedad, nivel inventivo y aplicacion industrial con
el fin de establecer la patentabilidad de la invencion reivindicada en la solicitud en estudio.

valuacion de la NOVEDAD

IC1 articulo 16 de la decision 486 establece que “Una invencion se consideraré nueva
fcuando no esta comprendida en el estado de la técnica”

a patente US 4001211 se relaciona con capsulas fabricadas a partir de éteres de metil
Gelulosa que tienen una viscosidad de 2-10 mPa.s a 20°C en una solucion al 2% y su
oncentracion de cloruro de sodio es menor a 1%




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

Evaluacion del NIVEL INVENTIVO

El art. 18 de la decision 486 establece que “Se considerara que una invencion tiene nivel
inventivo, si para una persona del oficio normalmente versada en la materia técnica
correspondiente, esa invencion no hubiese resultado obvia ni se hubiese derivado de
manera evidente del estado de la técnica”

La patente US 4988807 revela en su ejemplo 3 composiciones de éteres de celulosa con
un contenido de NaCl de aproximadamente 0.5% con una viscosidad de 3 cps

El documento US 5218107, tabla 1, se revelan composiciones de éteres de celulosa con
viscosidades entre 1.44-2.02 cps y contenidos de NaCl de alrededor de 0.5%

La publicacion US 5840882 se relaciona con composiciones de éteres de celulosa con
viscosidades de 180 mPas y bajo contenido de NaCl

Una persona versada en la materia tomaria cualquiera de estas composiciones de éteres
de celulosa y fabricaria de manera evidente las capsulas que se pretenden proteger
mediante procedimientos conocidos en el arte farmacéutico

La publicacion DE 4112849 se relaciona con procedimientos para la separacion y
purificacion de éteres de celulosa

La patente US 4404370 publica un proceso para la purificacion y aislamiento de éteres de
almidon o celulosa.

Dichos documentos demuestran que la purificacion de los éteres de celulosa ya es posible

con métodos convencionales conocidos en el estado de la técnica vy, por lo tanto carecen
de nivel inventivo

L En conclusion los requisitos de patentabilidad de la presente solicitud se encuentran
. afectados asi:

N° Documento Reivindicaciones Requisito que
afectadas afecta

1 US 4988807 1-5 Nivel Inventivo
2 ‘ US 5218107 1-5 Nivel Inventivo
3 ‘ US 5840882 1-5 Nivel inventivo
4 DE 4112849 6-12 Nivel Inventivo
5 ‘ US 4404370 6-12 Nivel Inventivo
6 UsS 4001211 1-5 Novedad

i cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la Comunidad
adina, se le indica que debe dar respuesta dentro del término de sesenta dias contados
Aoartir de la fecha de la notificacion de la presente comunicacion. En caso de no dar
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respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran los “%
impedimentos para la concesion, se denegara la patente. :

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

Alix CarmenZa Céspedes de Vergel
Jefe de la Pivisidn de Nuevas Creaciones
“

El antefior requerimiento fue notificado por fijacion en lista, de fecha v & L], iilﬂi

CONCEPTO TECNICO EXAMINADOR TECNICO
Numero 1536 Codigo 202024
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PHARMACEUTICAL CAPSULES FROM
IMPROVED THERMOGELLING METHYL
CELLULOSE ETHERS

CROSS REFERENCE TO RELATED
APPLICATIONS

This application is a continuation-in-part of U.S.
application Ser. No. 528,830 filed Dec. 2, 1974, now
abandoned. 10

BACKGROUND OF THE INVENTION

In 1950 Murphy U.S. Pat. No. 2,526,683 first de-
scribed a process for preparing methyl cellulose medic-
inal capsules by a dip coating process using the appara- 15
tus described in U.S. Pat. No. 1,787,777 or similar dip
coating apparatus. The process consists of dipping a
capsule forming pin pre-heated to 40°-85° C into a
cellulose ether solution kept at a temperature below
the incipient gelation temperature (10°-30° C), with- 20
drawing the pins at a predetermined withdrawal speed
and then placing the pins in ovens kept at temperatures
above the gelation temperature (45°-85° C), exposing -
the pins to a lower temperature first and then gradually
to higher temperature until the film is dry. The dry 23
capsule is then stripped, cut to size and the body and
caps are fitted together. :

The resulting methyl cellulose capsules had several
advantages over conventional gelatin capsules includ-
ing resistance to microorganisms and greater stability
under éextreme humidity conditions. However, these
capsules failed to dissolve in the gastrointestinal fluid at
body temhperature in an acceptable time. Furthermore,
the different rheological properties of the thermally
gelling methyl cellulose made handling on the Colton
machines designed for gelatin extremely difficult.

To overcome some of these problems, Greminger
and Davis, U.S. Pat. No. 3,493,407, proposed the use
of non-thermal gelling dip coating solutions of certain
hydroxyalkylmethyl cellulose ethers in aqueous sol-
vents. Langman, U.S. Pat. No. 3,617,588, describes the
use of an induction heater to thermally gel cellulose
ether dip coated pins after removal from the coating
bath. However, these advances have not yet met the
rigid requirements of commercial production.

STATEMENT OF THE INVENTION

The invention relates to medicinal capsules, particu-
larly to capsules of thermal gelling cellulose ethers such 50
as methyl cellulose and hydroxypropylmethyl cellulose.
These cellulose ethers are soluble in cold water and
insoluble in hot water. The viscosity of aqueous solu-
tions decreases with the rise in temperature and then
rapidly increases through a relatively narrow range of ss
temperature with gel formation a few degrees above
the temperature at which minimum viscosity is ob-
served.

This thermogelling characteristic is critical to the dip
coating process. However, some rigid restrictions that g
§ the solution must follow from a rheological standpoint
¢ have now been identified by further research. These
E discoveries have led to improved methyl cellulose ether
E compositions for producing medicinal capsules. By
b controlling the non-Newtonian properties of cellulose 65
L ether solution, the gel stren gth at elevated temperature,
¥ 2nd the solution rate of the capsules by proper adjust-
ent of the cellulose ether molecular weight, MW

40

45

2

distribution, degree and type of substitution, improved
medicinal capsules are obtained.

More specifically, these improved cellulose ether
compositions for use in preparing pharmaceutical cap-
sules by the pin dip coating process are characterized
by having:

A. A methoxyl degree of substitution (DS) of ab9ut
1.5-2.0 and a C;-C, hydroxyalkoxyl molar substitution
{MS) of about 0.1-0.4; .

B. As a 2 wt % aqueous solution, a viscosity of about
2-10 cps at 20° C and a thermal gel point of about
50°-80° C;

C. As a 15-30 wt % aqueous solution at 20° C, a
viscosity of about 1,000-10,000 cps with essentially
Newtonian fluid properties as defined by a power law
coefficient, n, of 0.9~1.0 at shear rates of between
0.1-10 sec™?; and

D. As a 15-30 wt % aqueous solution, a 50 sec gel
yield strength at 65° C of at least 150 dynes/cm’- .
In practice the capsules are prepared by dippmg pins
preheated to about 40°-85° C in an aqueous dip coating
bath containing about 15-30 weight percent of the
improved cellulose ether composition at a bath temper-
ature below about 40° C. The dip coated pins are then
withdrawn and dried at a temperature above the gel
point of the cellulose ether to obtain the dry capsule
shells.

General Description — Rheological Requirements

In spite of continued developments in the design of
capsule dip baths, as shown for example by Whitecar,
U.S. Pat. No. 3,592,445, the rheological requirements
of the dip solution used with the Colton capsule ma-
chines have not been previously examined in detail.

When the hot pin is dipped into the solution in ti}c
dipping dish, the solution gels in the surface of the pin
and as the pin is withdrawn, a film of gelled liquid of
certain thickness is formed on the pin. The pin is then
turned 180° to an upright position and placed in the
oven to dry. To obtain the desired 4+-0.5 mils dry film
thickness, a wet gel thickness of about 20-60 mils is
required. Furthermore it is essential that the wet gel
film thickness as the pin is withdrawn be quite uniform
and that the wet film have sufficient strength to prevent
rundown or other distortion from gravitational pull on
the film or rotational forces as the pin moves to the
drying oven. )

To achieve the essential uniform coating of the pins
with a wet thermal gel of sufficient strength, requires
that the cellulose’ ether dip coating solution and the
thermal gel meet some rigid rheological requirements.

First the cellulose ether concentration of the solution
in the dipping dish must be sufficiently high (15-30
percent) to ensure proper film formation and ease of
drying. Then the complex flow patterns in the dipping
dish and around the pins result in a shear rate on the
moving pin that varies from point to point. To obtain
uniform wet gel film thickness under these conditions
requires that the dipping solution be essentially Newto-
nian.

Assuming a 12.5 percent variation of film thicl.cness is
acceptable (4.0+0.5 mils), the viscosity variation bc.e-
tween the highest and lowest shear rates on the pin
should not be more than 25 percent. Using the standard
viscosity power-law equation (cf. Van Wazer ea “Yls-
cosity and Flow Measurement”, Interscience Publish-
ers, New York, 1963, p. 15):
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m = Kg""!

where 7 is the viscosity, o the shear rate, K the consis-
tency index constant, and n the power law coefficient,
it has been found essential that the dip coating solution
have a power law coefficient of 0.9-1.0 over a shear
rate range of 0.1-10 sec™' to achieve the requisite gel
film uniformity.

Such an essentially Newtonian solution (n=0.9-1.0),
can be.obtained by appropriate control of the cellulose
ether molecular weight and dip bath conditions. Thus
as shown further in the examples it is important to
keep:

1. The molecular weight fairly low, ie., a 2 wt %
aqueous solution viscosity of about 2-10 cps at 20° C;

2. The molecular weight distribution fairly low with
minimum amount of very high MW fractions, i.e., less
than about 0.1 wt % MW above 200,000,

3. The salt concentration-in the bath less than 1 wt %
and

4. The: dip bath concentration and temperature as
low as possible consistent with the necessary wet gel
thickness, .

The importance of the molecular weight distribution
is shown in FIG. 1. The two hydroxypropylmethyl cel-
lulose ether samples have essentially the same chemical
composition and 2 percent aqueous solution viscosities.
However Sample B, with a wide molecular weight dis-
tribution and more than 0.15 weight percent of a very
high MW fraction, has a wholly unacceptable power
law coefficient of 0.86. In general a M,,/M,, ratio less
than about 3.5 is desired.

Secondly, in order to prevent rundown or other dis-
placement of the wet thermal gel film prior to oven
drying, the gel must have enough yield strength to
counteract gravitational and rotational stresses while in
wet form on the pin. For normal Size 000 to Size 5
pharmaceutical capsule body and cap pins (average
diameters of 0.452-0.983 cm), yield values (S) calcu-
lated as a function of wet gel thickness required to
eliminate rundown of wet gel range from about 60 to
160 dynes/cm? for wet film thicknesses of 20-50 mils.
In practice a wet gel yield strength of at least 150 dy-
nes/cm? measured after 30-50 sec at 65° C is desirable
to cover the normal range of capsule sizes.

Factors found to influence the wet gel strength of
aqueous cellulose ether solutions include:

1. The degree and type of alkyl substitution;

2. A high cellulose ether molecular weight,

3. High cellulose ether concentrations; and

4. High pin and oven temperatures.

learly a proper balance must be achieved of proper-
s affecting the Newtonian character of the dip bath
d the strength of the wet gel.

Methyl Cellulose Ethers

L Critical to this invention are certain properties of the
" ermogelling methy! cellulose ether composition. That
it; has a 2 percent aqueous solution viscosity of about
BL 10 cps and gel point of about 50°-80° C was recog-
lized in the prior art. Also the degree and type of ether
Blibstituents is known to affect the rate of capsule disso-
fiition in gastrointestinal fluid. However, the criticality
Btathe molecular weight distribution, the wet gel yield
Sitength, and the effect of the substituents on the gel
Mitngth have not been previously identified.

Required is a methyl cellulose ether composition
ng a methoxyl DS of about 1.5-2.0 and a C,-C,4
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hydroxylalkoxyl MS of about 0.1-0.4. The substituents
can be combined in a single hydroxyalkylmethyl cellu-
lose ether such as a hydroxypropylmethy!l cellulose
ether having a methoxyl DS of about 1.50-2.00 and a
hydroxypropoxy! MS of about 0.1-0.3 and a 2 percent
aqueous solution viscosity of about 2-10 cps at 20° C.

Alternately compositions with suitable substitution
can be obtained by blending methyl cellulose with non-
ionic hydroxyalkyl cellulose cthers. Particularly useful
are blends of a methyl cellulose having a methoxyl DS
of about 1.64—1.90 and a 2 percent aqueous solution
viscosity at 20° C of about 5-4000 cps with hydroxy-
propylmethyl cellulose hydroxyethylmethyl celulose,
hydroxypropyl cellulose, hydroxyethyl celtulose, hy-
droxyethylhydroxypropylmethyl cellulose, etc. Most
useful are non-ionic hydroxyalky! cellulose cthers hav-
ing a 2 percent agueous solution viscosity of about
2-10 cps at 20° C. and a thermal gel point below 100°
C. Thus as shown in Example 2B blends of 20-50
weight percent methyl cellulose (methoxyl DS of
1.64-1.90) and 80-50 weight percent hydroxypropyl-
methyl cellulose (methoxyl DS of 1.68-1.80, hydroxy-
propoxyl MS of 0.17-0.30) provide a ready means for
controlling rheological and other properties critical to
this invention.

For example, a capsule prepared from 9 cps methyl
cellulose (1.64-1.90 DS) required 20 minutes to dis-
solve under normal gastrointestinal conditions in con-
trast to the usual 3 mirutes for gelatin capsules. But a
1:2.67 blend of this methyl cellulose with 2-10 cps
hydroxypropylmethyl cellulose provides a capsule that
dissolves in 4 minutes.

Suitable cellulose ethers are commercially available.
However, their normal characterization by viscosity
and type and degree of substitution is not alone ade-
quate to define the improved cellulose ether composi-
tions. As shown in Example 1, the rheological charac-
teristics of the aqueous dip bath are extremely sensitive
to other properties of the cellulose ether. To obtain an
essentially Newtonian solution as defined by a power
law coefficient (n) of 0.9-1.0 at shear rates of between
0.1-10 sec™! requires a fairly narrow molecular weight
range and elimination of any very high MW fractions.
The presence of as little as 0.1 weight percent of a
cellulose ether fraction having a molecular weight
above about 200,000 will cause the solution to be non-
Newtonian (n<(0.9).

In practice, the power law coefficient determined at
dip bath concentration (15-30 weight percent) and
temperature (below about 40° C) at shear rates be-
tween 0.1-10 sec™ is an accurate and functional mea-
sure of a suitable cellulose ether composition.

The gel strength of the cellulose ether solution is also
greatly influenced by the ether substituents. Firmest
gels are obtained with methyl substitution while hy-
droxyalkyl substituents provide softer gels with usually
higher gel point temperatures. As noted above, a 50 sec
yield value of at least 150 dynes/cm?® and preferably
about 150-300 dynes/cm? is required for effective op-
eration with normal size capsule pins.

Again a direct measurement of the wet gel strength
provides suitable process control. Also blends provide
a ready means for adjustment to achieve the desired
final properties.

Finally, note that the solution rate and gel strength
both depend on hydroxypropy! substitution but in an
opposite way. That is, solution rate of cellulose ether
films increases and gel strength decreases with increas-
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ing hydroxypropyl substitution. So, a compromise has
10 be made t0°0btain a suitable solution ‘rate and yield
‘stress. This'can be achieved by optimizing MS of hy-
droxyalkyl substitution and blending methy! cellulose
with hydroxypropyimethy! cellulose.

Dip Coating Process

In practice, the improved pharmaceutical capsules
are obtained by dipping capsule pins preheated to
about 40°-85° C in an aqueous dip coating bath con-
taining about 15-30 weight percent of the methyl cellu-
lose compositions defined above. The dip coating bath
is held at an operational temperature below about 40°
C, and usually between about 10°-30° C. An opera-
tional viscosity of about 1000-10,000 cps, and prefer-
ably about 2000-5000 cps is desirable.

As the preheated pins dip into the coating bath, the
cellulose ether thermally gels on the surface of the pin.
When the pms are withdrawn, a film of gelled cellulose
ether remains on the pin. A wet thermal gel film thick-
ness of about 20-60 mils, preferably about 30-50 mils,
is necessary to obtain a final dry film thickness of 4+0.5
mils. The coated pins then travel through an oven held
at tempeTatures above the cellulose ether gelation tem-
perature. The dry capsule pieces are then stripped, cut
to size, and fitted together. .

Normally, the cellulose ether capsules are relatively
clear and transparent However, if opaque capsules are
desired, a minor amount of inert non-toxic pigment
such as powdered charcoal or finely divided titanium
dioxide can be incorporated in the coating composi-
tion. Conventional non-toxic dyes and fillers can also
be used. For increased flexibility, an appropriate plasti-
cizer such as glycerine, propylene glycol, or hydroxy-
propyl glycerine can be included in a moderate
amount, e.g. 5 to 20 percent.

This process is particularly suited for preparing phar-
maceutical capsule shells which dissolve at a rate com-
parable to gelatin capsules. Delay release characteris-
tics can be obtained by incorporation of a less water-
soluble cellulose ether such as ethyl cellulose as de-
scribed by Greminger and Windover U.S. Pat. No.
2,887,440.

To illustrate further the present invention, the follow-
ing examples are given. Unless otherwise specified, all
parts and percentages are by weight. Solution viscosi-
ties are determined by the method of ASTM D-1347-
64.

EXAMPLE 1
Dip Coating Bath Rheology

A. An aqueous dip coating solution containing 28.7
wt % of 3.96 cps (2 wt %, 20° C) hydroxypropylmethyl
cellulose was prepared from a commercial methyl cel-
lulose having a methoxyl DS of 1.68-1.80, a hydroxy-
propoxyl MS of 0.17-0.30 and a thermal gel point of
about 60° C (Methoce] 60HG from the Dow Chemical
Company). Its viscosity at 30° C at shear rates of from
about 0.1-10sec™* was determined using a Haake Roto-
visco viscometer. The results are given in FIG. 1, Curve
A. The power law coefficient (n) was 0.98 indicating
an essentially Newtonian fluid under conditions suit-
able for capsule dip coating operation.

A portion of the dip coating solution was thermally
gelled by heating in a water bath to about 50°-60° C.
The yield value of the soft gel was determined using the
Haake instrument and the on-off technique described
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by Van Wazer ea **Viscosity and Flow Measurement”
op. cit., p. 79-80. Because of gel breakdown from the
moving rotor, these measured yield values are lower
than static values measured by the penetrometer
method of A. J. Haighton, J. Am. Qil Chem. Soc., 36,
345(1959).

Further study of the Van Wazer method led to a
more refined and accurate measure of the essentially
instantaneous gel strength required for commercial dip
coating operations. For this measurement, the rotor
and bob of a Haake MV Il rotoviscometer are pre-
heated to 65° C, a 15-30 wt % aqueous soltution of the
cellulose ether is added, allowed to warm up and equili-
brate for 30 seconds, and then the gel strength mea-
sured within a total time of 50 seconds. The resulting
50 sec” yield strength correlates well with the require-
ments of commercial capsule dip coating machines.

B. A second sample of hydroxypropylmethyl cellu-
lose having similar methyl and hydroxypropyl substitu-
tion and a 2 wt % aqueous solution viscosity of 3.74 cps
at 20° C was dissolved in water to give a 27.0 wt %
solution. Its viscosity was also measured at 30° C over
a similar range of shear rates with the results given in
FIG. 1, Curve B. The calculated power law coefficient
was 0.86 suggesting a different mofecular weight distri-
bution of the two cellulose ethers.

C. The different molecular weight distributions for

" the two cellulose ethers, HPMC 1A and 1B, was con-
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firmed by gel permeation chromatography as shown in
FIG. 2.

D. When examined in a laboratory dip test with Size
O pins, Solution 1A gave essential uniformly coated
pins while Solution 1B gave stringy tails and visible
non-uniformity when withdrawn from the dip bath.
However, neither solution had sufficient gel strength to
prevent subsequent run down and formation of tires,
striations and other defects during drying.

EXAMPLE 2
Wet Thermal Gel Strength

When a preheated pin is dipped into the aqueous
cellulose ether dip coating bath, a portion of the solu-
tion gels on the pin to form a wet gel coating which
clings to the pin as it is withdrawn. To prevent run
down and loss of the essentially uniform coating re-
quired for mating capsule shells, the gel must have
sufficient yield strength to maintain its form as it moves
from the dip bath to the drying oven.

A. The wet thermal gel strength of the methyl cellu-
lose ether compositions can be determined as de-
scribed in Example 1A. Using standard equations,
known dimensions for capsule body and cap pins, and
desired final capsule film thickness of 430.5 mils, a
table of yield values has been calculated for each pin
size and wet gel thickness of 20-60 mils. Typical calcu-
lated values for 35 and 50O mil wet films are given in
Table 2.

Table 2

Calkeulated Yield Values (S) to Eliminate Rundown

Pin Av. Dia Yield Value, dynes/cm?
Size cm 35 mils 50 mils
000 0.940 95.4 141.3
0 0.716 98.0 146.5
2 0.592 100.0 151.2
5 Q.452 104.3 159.4
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, B. Once the significance of the wet gel yield strength
£ to the capsule dip coating process has been recognized,
t provides a simple and effective test for evaluating
. methyl cellulase compositions for use in this process.

Table 3 provides a simple illustration of the effect of
blending methyl cellulose (MC) with a hydroxypropyl-
methyl cellulose (HPMC) to improve its yield value or
[ wet gel strength. The methyl cellulose (MC-2B) had a
& methoxy! DS of 1.64-1.90 and a 2 wt % aqueous solu-
ion viscosity of 11 cps at 20° C. The hydroxypropyl-
¢ methyl cellulase (HPMC-2B) had a methoxyl DS of
1.68-1.80, a hydroxypropyl MS of 0.17-0.30, and a
p viscosity of 3.75 cps (2 wt %, 20° C.) The test solutions
£ contained a total of 22 wt % cellulose ether and were
 gelled by heating at 55°-60° C.

Table 3
Yield Values of Blended HPMC and MC
Conc. Wt% Ratio 20% Visc. 50 Sec Yield*
- HPMC MC  HPMC/MC  c¢ps, 20°C dynes/cm?
22 0 - 2285 102
20 2 i 3415 142
19 3 6.67 4198 175
18 4 4.5 5221 205
17 5 34 6429 245
16 6 2.67 7864 286

—_
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in sufficient water to give a solution contaming 22.0
weight percent cellulose ether. The solution had a vis-
cosity of about 5000 cps at 30° C and was essentially
Newtonian at shear rates from 0.1-10 sec™ with a
power law coefficient (n) of 0.95. Its gel point was
about 35° C. A firm rigid gel was obtained at 50° C with
a yield value of about 101 dynes/cm? as measured by
the Van Wazer method.

B. Capsule shells were prepared from this HPMC-
MC dip solution using No. O capsule pins machined
from Type 313 stainless steel and lightly coated with a
lubricant using a standard Colton dip coating machine.
Pins preheated to about 65° C were dipped into the
HPMC-MC solution held at 30° C and after 10--15 sec
smoothly withdrawn, inverted, and passed through the
oven drier held at 50°-70° C. The resulting capsule
shells were stripped from the pins and examined for
uniformity and dissolution time. In clarity, freedom
from surface defects, uniformity, ease of assembling
cap and body shells, these HPMC-MC shells met the
standard set for pharmaceutical capsules. The average
dissolution time was 4 minutes.

C. Table 4 presents data from blends of methy! cellu-
lose and other hydroxypropyl cellulose ethers.

Tabie 4

Ccliulose Ethers'

Other MC Blends

Ag. Soln, 20° C 50 Sec Yield, 65°C

Ratio Wi% CE  Visc, cps dynesfem?®
4-1 HPMC-3/MC-2 20/2 22 5334 245
19/3 22 7552 296
4-2 HPMC-3/MC-3 18/4 22 8811 259
4-3 HPMC-3/MC-4 17.5/4.5 22 9871 297
4-4 HPMC-4/MC-2 16/2 18 2718 146
15/3 I8 4189 185
4-5 HPC-{/MC-2 14/3 17 3259 50*
10/5 15 7368 120*
4-6 HPC-1/MC-1 8/8 16 4204 185
79 16 4690 220
5/10 ts 5140 268

HPC-1
HPMC-3
HPMC-4
MC-2
MC.-3
MC-4
MC-1

ENodificd Van Wazer method, 65° C

EXAMPLE 3
Capsules from HPMC-MC Blends

A. An aqueous dip coating solution was prepared by
dissolving a blend of

£72.7 parts of 3.75 cps hydroxypropylmethyl cellulose
. (Methocel 60 HG, 1.8 methoxyl DS, 0.30 hydroxy-
propoxyl MS, 2 percent gel point of 60° C.)

§27.3 parts of 11.0 cps methyl cellulose (Methocel
. MC, 1.80 methoxyl DS, 2 percent gel point of 50°
. C)

50

3.4 cps hydroxypropy! celiulose (2.5-4 MS)
3,6 cps hydroxypropylmethyl cellulose (1.88 DS; 0.21 MS)
3,7 cps hydroxypropylmethyl ccllulose (1.38 DS; 0.20 MS)

25 cps methyl cellulose (1.83 DS)

16 cps methyl cellulose (1.83 DS)

14 cps mcthyl cellulose (1.83 DS)

11 cps methyl celtulose (1.80 DS)

*Unsatisfactory for capsulc process

D. In a similar manner capsules can be made from
other thermogelling, blends of methy! cellulose and
other non-ionic hydroxyethyl and hydroxypropy! cellu-
lose ethers which provide an essentially Newtonian dip
bath solution and a thermal gel of requisite yield
strength to provide a dimensionally uniform and stable
wet gel coating.

EXAMPLE 4

Capsules from Other Cellulose Ethers

Table 5 gives typical 50 second yield values for a
number of other low viscosity cellulose ethers.

Table 5

50 Second Yield Values, 65° C

Composition, Wt % Ag. Soln 20°C 50 Sec Yield
Cellulose Ether! McO(DS) HAO(MS) Wt % CE Visc dynes/cm?
5-1 3.66 cps EHEC —-35wt% ethoxyl 20 10280 255
5-2 3.33 ¢ps HEMC 1.37 0.38 18 1277 162
5-3 3.37 cps HEMC 1.55 0.21 18 1262 168
5-4 3.43 cps HBMC 1.41 0.08 18 1598 168
5-5 3.77 cps HBMC 1.27 Q.13 i8 3079 198
5-6 4.03 cps HBMC 1.46 0.19 20 6318 272
5-7 2.76 cps HPMC 1,79 0.03 18 811 193
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Table 5-continued
50 Second Yield Values, 65°C
___Composition, Wt % Ag. Soln 20°C 50 Sec Yield
Cellulose Ether! MeO(DS) HAO(MS) Wt % CE Visc dynes/cm?

5-8 2.77 cps HPMC 1.77 0.10 25 3278 270
5-9 2.88 ¢ps HPMC 1.72 0.12 25 3239 190
5-10  2.90 cps HPMC  1.69 0.17 25 2494 160

'EHEC - Bthylhydroxycthy! cellulose
HEMC - Hydroxycthylmethyl celiulose
HBMC - Hydroxybutylmethy! cellulose
HPMC - Hydroxypropyimcthyl ccllulose

Such data, coupled with the Newtonian properties of
the aqueous cellulose ether at dip bath operating condi-
tions, provide requisite rheological information for
capsule dip coating operations.

I claim:

1. A thermal gelling methyl cellulose ether compaosi-
tion suitable for use in preparing pharmaceutical cap-
sules by an aqueous dip coating process using pre-

20

heated pins and having a methoxyl DS of about -

1.5-2.0, a C,~C, hydroxyalkyl MS of about 0.1-0.4,a 2
wt. % aqueous solution viscosity of about 2-10 cps at
20° C and a thermal gel point of about 50°-80° C, and
a 15-30 wt. % aqueous solution viscosity of about
1,000-10,000 cps at 20° C, said composition being
further characterized by having as a 15-30 wt. % aque-
ous solution:

A. Essentially Newtonian fluid properties as defined
by a power law coefficient, n, of 0.9-1.0 at shear
rates of between 0.1-10 sec™?, and

B. A 50 sec gel yield strength of at least 150 dy-
nes/em? at 65° C.

2. The cellulose ether composition of claim 1 where
the cellulose ether is a blend of a methyl cellulose hav-
ing a methoxyl DS of about 1.64-1.90 and a non-ionic
C-C; hydroxyalkyl cellulose ether.

3. The cellulose ether composition of claim 2 where
the non-ionic hydroxyalkyl cellulose ether has a ther-
mal gel point of about 50°~90° C as a 2 percent aqueous
solution.

4. The cellulose ether composition of claim 2 where
the non-ionic cellulose ether is a hydroxypropylmethyl
‘cellulose ether with a 2 percent aqueous solution vis-
cosity of about 2-10 cps at 20° C.

§. The ¢ellulose ether composition of claim 2 where
the cellulose ether is a blend of (1) about 20-50 weight

percent of methy! cellulose having a methoxyl DS of |

about 1.64-1.90 and (2) about 80-50 weight percent
of a hydroxypropylmethy!l cellulose having a methoxyl

DS of about 1.68-1.80 and a hydroxypropoxyl MS of
about 0.17-0.30.

R SO S

6. The cellulose ether composition of claim 1 where
the cellulose ether is a hydroxypropylmethyl cellulose

5 ether with a methoxyl DS of about 1.50-2.00, a hydrox-

ypropoxy! MS of about 0.1-0.3, and a 2 percent aque-
ous solution viscosity of about 2-10 cps at 20° C.

7. The cellulose ether composition of claim 1 where
the cellulose ether has a narrow molecular weight dis-
tribution with 2 M_/M,, ratio less than about 3.5 and
contains less than 0.1 wt % of material having a molec-
ular weight above about 200,000.

8. In a process for preparing pharmaceutical capsules
by an aqueous dip coating process using preheated pins
and an aqueous bath containing about 15-30 wt. % of
a thermal gelling methyl cellulose ether composition
having a ‘methoxyl DS of about 1.5-2.0, a Co-C; hy-
droxyalkoxyl MS of about 0.1-0.4, a 2 wt. % aqueous

* solution viscosity of about 2-10 cps at 20° C and ther-
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mal gel point of about 50°-80° C, and a 15-30 wt. %
aqueous solution viscosity of about 1,000-10,000 cps
at 20° C, the improvement comprising using a methyl
cellulose ether composition further characterized by
having as a 15~30 wt. % aqueous solution:

A. Essentially Newtonian fluid properties as defined
by a power law coefficient, n, of 0.9-1.0 at shear
rates of between 0.1-10 sec™?, and

B. A 50 sec gel yield strength of at least 150 dy-
nes/cm? at 65° C,

as the shell forming component of the aqueous dip
coating bath.

9. The process of claim 8 where the cellulose ether
has a 50 sec gel yield strength of 150-300 dynes/cm? at
65° C.

10. The process of claim 8 where size No. 1 capsule
pins preheated to about 50°-60° C are dipped into a
20-30 wt % aqueous solution of a blend of (1) about 73
wt % of a hydroxypropylmethyl cellulose having a me-
thoxyl DS of about 1.68-1.80 and a hydroxypropoxyl
MS of about 0.17-0.30 and (2) about 27 wt % of
methyl cellulose having a methoxyl DS of about
1.64-1.90 and the resulting dip coated pins are oven
dried at about 45°-80° C to give capsule shells having a
wall thickness of about 4+0.5 mils.

*
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