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penetrate into the modified release portion
112) the pharmaceutical composition for oral administration
of [11], wherein the additive which allows water to
penetrate into the modified release portion has a solubility
-such that the amount of water necessary to dissolve 1 g of
the additive is 10 ml or less,

[13] the pharmaceutical composition for oral administration
of [11) or [12), wherein the content of the additive which
allows water to penetrate into the modified release portion
is about 5% by weight to about 75% by weight with respect to
the weight of the modified release portion,

[14] the pharmacesutical compoesition for oral administration
of any ane of [1l] to [13], which is a pharmaceutical
composition for treating urinary urgency, urinary frequancy,
and/or urge urinary incontinence associated with overactive
bladder,

[15] the pharmaceutical composition for oral administration
of any one of [1] to [14], wherein the pharmaceutical
composition is & tablet,

[16] the pharmaceutical composition for oral administration
of [15]1, which is & bi-layered tabletf, and

[17] & pharmaceutical composition .for oral administration
comprising (1) & layer comprising mirabegron or a
pharmaceutically acceptable salt thereof, and (2) a layer
comprising sclifenacin or & pharmaceutically acceptable salt

thereof, and calciun stearats.

[18] Use of the pharmaceutical composition as disclosed herein, in the
manufacture of a wmedicament for treating urinary urgency, urinary
freguency, and/or urge urinary incontinence associated with overactive

bladder.

[0017a)} The present invention also provides a bi-laveved pharmaceutical composition

for oral administration comprising:

(1} a modified release layer comprising mirabegron or a pharmaceutically

acceptable salt thereof, and

(2) an immediate release layer comprising solifenacin or a pharwmaceutical

acceptable salt thereof, and calcium stearate.

[0017b] The present invention also provides a pharmaceutical composition for oral

adninistration comprising:

(1) a layer comprising mirabegron or a pharmaceutically acceptable salt thereof,

and

(2) a layer comprising solifenacin or a pharmaceutically acceptable salt

thereof, and calcium gtearate.




[0017¢] The present invention also provideg a bi-lavered pharmaceutical composition

for oral administration comprising:

(1) a modified release layer comprising mirabegron or a pharmaceuticall

acceptable salt thereof and a polymer which forms a hydrogel, wherein the hydrogel -

forming polymer has an average molecular weight of about 100,000 with & viscosity

of 12 mPa-s to 50 mPa-s in a 5% agueous solution at 25°C to about 5,000,000 with a

viscosity of 5,500 wPa-s to 7500 mPa-s in a 1% agueous solution at 25°C, and

(2) an immediate release layer comprising solifenacin or a pharmaceuticall

acceptable salt thereof, and calcium stearate.

LDVANTAGEQOUS EFFECTS OF INVENTION
[0018]

The present invention provides & pharmaceutical
composition for oral administration comprising z modifisd
release portion containing mirabegron or a pharmaceutically

i

acceptable salt thereof, and an immediate relsase portion
n

containing seolifenacin or & pharmaceutically acceptable salt
thereof. The pharmaceutical composition for oral

administration of the present invention has a drug releazse

jte}

similar To that of each current formulation (single drug
)

formulation), and thus, a single f

o
formulation) capable of expecting pharmacological effects
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CLATIMS

1. A pharmaceutical composition for oral administration

comprising:

(1) a modified release portion comprising mirabegro
a pharmaceutically acceptable salt thereof, and

(2) an immediate release portion comprising solifenacin

or a pharmaceutically acceptable salt thereof, and/éalcium

Stearate. //
/
2. The pharmaceutical composition for oral @dﬁlnistration

according to claim 1, wherein the immediate/félease portion

is disintegrated and/or dissolved before tife modified
/
release portion forms a gel. ///

/
3. - The pharmaceutical composition fory oral administration

according to claim 1 or 2, wherein out 85% or more of

solifenacin is dissolved after 15
4. The pharmaceutical compositdon for oral administration
according to claim 3, whereiry/ 90% or more of solifenacin is
dissolved after 60 minutes.

/
5. The pharmaceutical qémposition for oral administration
according to any one of claims 1 to 4, wherein the content
of calcium.stearate/ﬁg about 0.1% by weight to about 10% by

/
welght with respegp’to the weight of the immediate release
portion. //
1/

6. The phar@éceutical composition for oral administration
according tg/any one of claims 1 to 5, wherein the modified

release/iyf%ion contains a polymer which forms a hydrogel.

7. Zpé pharmaceutical composition for oral administration
accorpding to claim 6, wherein the hydrogel-forming polymer

has/an average molecular weight of about 100,000 or more, or

a/viscosity of 12 mPa-s or more in a 5% agueous solution at
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8. The pharmaceutical composition for oral administration
according to claim 7, wherein the hydrogel~forming polymer
is one polymer or two or more polymers selected from the
group consisting of polyethylene oxide, hypromellose,
hydroxypropylcellulose, methylcellulose,
carboxymethylcellulose sodium, hydroxyethylcellulose, a a
carboxyvinyl polymer.

/

s
9. The pharmaceutical composition for oral admin}étration
according to claim 8, wherein the hydrogel—foriigé polymer

is polyethylene oxide. //

administration

10. The pharmaceutical composition for ora
according to any one of claims 6 to 9, whefein the content
of the hydrogel-forming polymer is abou

about 70% by weight with respect to th

1% by weight to
welght of the
modified release portion.

11. The pharmaceutical compositién for oral administration

according to any one of claims to 10, wherein the modified

release portion further contains an additive which allows
water to penetrate into thi/éidified release portion.

/
12. The pharmaceutical (Composition for oral administration
according to claim 115/%herein the additive which allows
water to penetrate ipfto the modified release portion has a
solubility such that the amount of water necessar§ to
dissolve 1 g‘of ;he additive is 10 mlL or less.
13. The pharmgceutical composition for oral administration
according tQ/claim 11 or 12, wherein the content of the
additive which allows water to penetrate into the modified
release portion is about 5% by weight to about 75% by weight
with ;ﬁ%pect to the weight of the modified release portion.
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associated with overactive bladder.

14. The pharmaceutical composition for oral administration
according to any one of c¢laims 1 to 13, wherei the

pharmaceutical composition is a tablet.

15. The pharmaceutical composition for oral adpinistration

according to claim 14, which is a bi-layered tablgt.

16. Use of the pharmaceutical composition /according to any
one of claims 1 to 15, in the manufacture Of a medicament for
treating urinary urgency, urinary frefjuency, and/or urge

urinary incontinence associated with ovgractive bladder.

18. A pharmaceutical compogitio for oral administration
comprising:

(1) a layer comprising mjrabegron or a pharmaceutically
acceptable galt thereof, and »

(2) a layer comprising solifenacin or a pharmaceutically

acceptable salt thereof, d calcium stearate.
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Claims

1. A bi-layered pharmaceutical composition for

oral administration comprising:

(1) a modified release layer comprising

mirabegron or a pharmaceutically acceptable salt thereof, and

(2) an immediate release layer comprising
gsolifenacin or a pharmaceutically acceptable salt thereof, and

calcium stearate.

2. The pharmaceutical composition for oral
administration according to claim 1, wherein the immediate
release layer i1s disintegrated and/or dissolved before the

modified release layer forms a gel.

3. The pharmaceutical composition for oral
administration according to claim 1, wherein about 85% or more

of solifenacin is dissclved after 15 minutes.

4. The pharmaceutical composition for oral
administration according to claim 3, wherein 90% or more of

gsolifenacin is dissolved after 60 minutes.

5. The pharmaceutical composition for oral
administration according to claim 1, wherein the content of
calcium stearate ig about 0.1% by weight to about 10% by
welght with respect to the weight of the immediate release

layer.

6. The pharmaceutical composition for oral
administration according to claim 1, wherein the modified

release layer contains a polymer which forms a hydrogel.
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7. The pharmaceutical composition for oral
administration according to claim 6, wherein the hydrogel-
forming polymer hasg an average molecular weight of about
100,000 or more, or a viscosity of 12 mPa-s or more in a 5%

agueous solution at 25°C.

8. The pharmaceutical composition for oral
administration according to claim 7, wherein the hydrogel-
forming polymer is one polymer or two or more polymers
selected from the group consisting of polyethylene oxide,
hypromellose, hydroxypropylcellulose, methylcellulose,
carboxymethylcellulose sodium, hydroxyethylcellulose, and a
carboxyvinyl polymer.

9. The pharmaceutical composition for oral
administration according to claim 8, wherein the hydrogel-

forming polymer is polyethylene oxide.

10. The pharmaceutical composgition for oral
administration according to claim 6, wherein the content of
the hydrogel-forming polymer is about 1% by weight to about
70% by weight with respect to the weight of the modified

release layer.

11. The pharmaceutical composition for oral
administration according to claim 1, wherein the modified
release layer further contains an additive which allows water

to penetrate into the modified release layer.

12. The pharmaceutical composition for oral
administration according to claim 11, wherein the additive
which allows water to penetrate into the modified release
layer has a solubility such that the amount of water necessary

to dissolve 1 g of the additive is 10 mL or less.

13. The pharmaceutical composgition for oral

administration according to claim 11, wherein the content of
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the additive which allows water to penetrate into the modified
release layer is about 5% by weight to about 75% by weight

with respect to the weight of the modified release layer.

14. The pharmaceutical composition for oral
administration according to claim 1, which is a pharmaceutical
composition for treating urinary urgency, urinary frequency,
and/or urge urinary incontinence associated with overactive

bladder.

15. A pharmaceutical composition for oral

administration comprising:

(1) a layer comprising mirabegron or a

pharmaceutically acceptable salt thereof, and

(2) a layer comprising solifenacin or a
pharmaceutically acceptable salt thereof, and calcium

stearate.

16. A bi-layered pharmaceutical composition for

oral administration comprising:

(1) a modified release layer comprising
mirabegron or a pharmaceutically acceptable salt thereof and a
polymer which forms a hydrogel, wherein the hydrogel-forming
polymer has an average molecular weight of about 100,000 with
a viscosity of 12 mPa-s to 50 mPa-s in a 5% agueous solution
at 25°C to about 5,000,000 with a viscosity of 5,500 mPa-g to

7500 mPa-g8 in a 1% aqgqueous solution at 25°C, and

(2) an immediate release layer comprising
golifenacin or a pharmaceutically acceptable salt thereof, and

calcium stearate.



