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Therefore, there has been a continued need to develop a novel drug
effective in treating such resistant cancer compared to the conventional
irreversible inhibitors while causing no adverse side effects. In accordance with
the need, the present inventors developed a novel compound which selectively

30 and effectively inhibits the growth of cancer cells and the development of drug
resistance induced by the EGFR and EGFR mutants without side effects, as
disclosed in Korea Patent Laid-open Publication No. 2008-0107294.

The present inventors have also developed various forms of formulation
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BRIEF DESCRIPTION OF THE DRAWINGS

The above and other objects and features of the present invention will
become apparent from the following description of the invention, when taken in
15  conjunction with the accompanying drawings, which respectively show:
Fig. 1: the stabilities at 60 C of the formulations prepared in accordance with
Examples 1 to 7, and Comparative Example 1;
Fig. 2: the stabilities of the formulations according to the amount of acidic
additive;
20 Fig. 3: the stabilities at 60 'C of the formulations prepared in accordance with
Example 1, and Comparative Examples 2 to 5; and
Fig. 4: the stabilities at 60 C of the formulations prepared in accordance with

Examples 11 and 12, and Comparative Example 6.

25 DETAILED DESCRIPTION OF THE INVENTION

The present invention provides a pharmaceutical composition comprising
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acidic additive:

@

The pharmaceutical composition according to the present invention can
improve the stability of the active ingredient by employing an acidic additive and
inhibiting impurity formation. The pharmaceutical composition comprising the
compound of formula (I) as the active ingredient shows low stability due to
impurities formed during the storage period. @ However, the inventive
pharmaceutical composition prepared by employing an acidic additive can more
effectively inhibit the impurity formation compared to a pharmaceutical
composition prepared by reducing water contents, or adding a particular excipient

or stabilizer in the preparation process.

Each ingredient of the inventive pharmaceutical composition is described

in detail as follows.

(1) Active ingredient

The active ingredient used in the pharmaceutical composition of the
present invention is 1-(4-(4-(3.4-dichloro-2-fluorophenylamino)-7-
methoxyquinazolin-6-yloxy)piperidin-1-yl)prop-2-en-1-on of formula (I) or a
pharmaceutically acceptable salt thereof.

The compound of formula (I) has been disclosed as a novel compound
which can selectively and effectively inhibit the growth of cancer cells and the
development of drug resistance induced by EGFR and EGFR mutants, while

causing no adverse side effects (see Korean Patent Laid-open Publication No.
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2008-0107294).

In the present invention, the pharmaceutically acceptable salts include, but
not limited to, an acid-addition salt of an inorganic acid or organic acid, or a metal
salt. Preferably, examples of the inorganic acid-addition salt may include salts

5  of hydrochloric acid, phosphoric acid, sulfuric acid, or disulfuric acid; examples
of the organic acid salt may include salts of malic acid, maleic acid, citric acid,
fumaric acid, besylic acid, camsylic acid, or edisylic acid; and examples of the
metal salts may include calcium salt, sodium salt, magnesium salt, strontium salt,
or potassium salt.

10 An amount ranging from 0.1 mg to 1,000 mg of the active ingredient of the

present invention may be included in the composition per 1 formulation unit.

(2) Acidic additive

15 The acidic additive used in the pharmaceutical composition of the present
invention may be at least one selected from the group consisting of (1) a Cy.y
organic acid or fatty acid having a COOH or SO;H group; (2) an inorganic acid
selected from the group consisting of phosphoric acid, sulfuric acid, boric acid
and a mixture thereof; and (3) any material showing pH 1 to 6 when dissolved or

20 dispersed in water at a concentration of 1 to 5% (w/v) as a pharmaceutically
acceptable excipient.

Specifically, examples of the acidic additive having a COOH group may
include, but are not limited to, acetic acid, adipic acid, citric acid, ascorbic acid,
erythorbic acid, lactic acid, propionic acid, tartaric acid, fumaric acid, formic acid,

25  oxalic acid, camsylic acid, malic acid, maleic acid, edisylic acid, palmitic acid or
stearic acid.

Examples of the material showing pH 1 to 6 when dissolved or dispersed
in water at a concentration of 1 to 5% (w/v) may include, but are not limited to,
arginic acid or SiO,.

30 In the pharmaceutical composition of the present invention, the acidic
additive may be employed in an amount ranging from 0.1 to 100 parts by weight,
preferably, 0.25 to 50 parts by weight, based on 1 part by weight of the compound

6
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of formula ().

The acidic additive may be added during the wet or dry granulating process
of the compound of formula (I) and a pharmaceutically acceptable excipient (e.g.,
a disintegrant, a lubricant, a diluent and the like), or even after the granulating
process. Also, it may be added to a mixture of the compound of formula (I) and

a pharmaceutically acceptable excipient for direct compression or filling a capsule.

(3) Other ingredients

The pharmaceutical composition of the present invention may further
comprise at least one excipient selected from a diluent, a binder, a disintegrant,
and a lubricant. Examples of the diluent may include microcrystalline cellulose,
lactose, mannitol, calcium phosphate and the like; examples of the binder may
include povidone, hydroxypropyl cellulose, hydroxypropyl methylcellulose,
polyvinyl alcohol, sodium carboxymethyl cellulose and the like; examples of the
disintegrant may include crospovidone, sodium croscarmellose, sodium starch
glycolate and the like; and examples of the lubricant may include magnesium
stearate, calcium stearate, sodium stearyl fumarate and the like.

Preferably, the diluent may be used in an amount ranging from 20 to 80%
by weight, the binder may be used in an amount ranging from 1 to 10% by weight,
the disintegrant may be used in an amount ranging from 1 to 30% by weight and
the lubricant may be used in an amount ranging from 0.5 to 5% by weight, based
on the total weight of the composition.

The pharmaceutical composition of the present invention can be
formulated for oral administration. Representative examples of the formulation
for oral administration may include powders, a tablet, a capsule, granules or syrup,
preferably a tablet or capsule, but are not limited thereto.

The pharmaceutical composition of the present invention may be coated
with a coating substrate to prevent the composition from being contact with hand
or skin of a user. The coating substrate employed in the present invention may

include a rapid release coating substrate such as hydroxypropyl cellulose,

7



Final Mxture Magnesiumstearate 2 2 2 2 2 2 2 Total weight excluding
distilled water 210 210 210 210 210 210 210 Exanples 8 to 10: Preparation
of a tablwD22omss798i ng di fferent anounts of an aci di ¢ a#dirtKR2e11/004271 In
accordance with the conposition described in Table 2, each of the tablets
of Exanples 8 to 10 was prepared based on the procedure of Exanple 1 except

S350, 455, LA B BRI EUIMORS Eal Al VAT URURKT, ol
Conpound of payethytenel glyeolsg@ft polymer (Kollocoat IR, BASF) and the like; an enteric
coating substrate such as (metha)acrylate copolymer (Eudragit, EVONIK),
hydroxypropyl methylcellulose phthalate, cellulose acetate phthalate and the like;
5 and a sustained release coating substrate such as cellulose acetate, ethyl cellulose,
polyvinyl acetate and the like. The coating substrate may be used in an amount
ranging from 1 to 50% by weight, preferably 1 to 30% by weight, based on the

uncoated core.

10 Example

The following Examples are intended to further illustrate the present

invention without limiting its scope.
15 Examples 1 to 7: Preparation of a tablet comprising acidic additives

In accordance with the composition described in Table 1, a tablet having a
compound of formula (I) was prepared by using a compound of formula (I) (Hanmi
Pharm. Co., Ltd., Korea), mannitol, povidone (BASF, Germany), crospovidone

20  (BASF, Germany), magnesium stearate and one or more acidic additives such as
citric acid, erythorbic acid, phosphoric acid, alginic acid, stearic acid and silicon
dioxide. Acidic additives (citric acid and phosphoric acid) added to a wet granule
composition were dissolved or dispersed in water, the binding solution. Acidic
additives were sieved through a 30 mesh, when they were added after granulation or

25  added to a mixture of direct compression. Each of tablets of Examples 1 to 7 was
prepared into a tablet having a hardness of 6 to 12 kp by using a tablet machine.



Mannitol 98 98 98 Binding solution Povidone 3 3 3 Distilled water 20
20 M xture Mannitol 79 79 79 Crospovidone 10 10 10 Gtric acid 2 5 20
Fi nal m xwore1iagreesi um stearate 2 2 2 Total wei ght exclpa@iikrRpodi/®yizl ed
wat er

20

Table 1
Examples
1 2 3 4 5 6 7
) Compound of
Mixture formula (1) 8 8 8 8 8 8 8
Wet Mannitol 98 1 98 | 98 | 98 | 98 | 98 | 98
. . Povidone 3 3 3 3 3 3 3
granule | Binding Citric acid — (10 -
solution Phosphoric acid 10
Distilled water 20 {20 [ 20 | 20 | 20 | 20 | 20
Mannitol 7917917917979 |79 | 79
Crospovidone 10 {10 ] 10 | 10 | 10 | 10 | 10
) Citric acid 10 | - - - - - -
Mixture Erythorbic acid - - - [ 10 ] - - -
Alginic acid - - - - 10 | 5 5
Stearic acid - - - - - 5 -
Silicon dioxide - - - - - - 5
Final Mixture Magnesium stearate | 2 2 2 2 2 2

Total weight excluding distilled water 210 [ 210|210 2101 210|210 | 210

Examples 8 to 10: Preparation of a tablet comprising different amounts of an
acidic additive

5
In accordance with the composition described in Table 2, each of the tablets
of Examples 8 to 10 was prepared based on the procedure of Example 1 except
using citric acid, as an acidic additive, with different amounts.
10



202 205 220 Conparative Exanples 1 to 5: Preparation of a tablet
conprising a non-acidic antioxidant or a basic stabilizer 5
accor danceowntiisstse conposition described in Table 3, aPCalkRen110f04271
Conpar ati ve Exanples 1 was prepared based on the procedure of Exanple 1
Wi t hout using any acidic additive. Further, in accordance with the

conposi tion TPatderi bed in Table 3,
Exanples 2 to 5 was 10 prepared based on the p

In

each of the tablets of Conparative

that, instea¢l of using an aci di ¢ addi ti ve, but

rocedure of Exanple 1 except

y| at ed hycﬁmmlasol uene ( )
or tocopherol was used as a non-acidi c anti oxi gant calg. tHATE \,a.TO,..aL
(CaCaB8) or meglum ne was used as a basic stabi |ze$ WO
2011/ 155793PCT/ KR2(011/ 0042 lca}ﬁpd,lﬁld&,ffg;q,mgnzt ve gxanplesg 1 2 3 & 5 Vet
granul e M xt yre Conpbixidreof formila (1) 8 Mahnitol 98 98 98 98 98
Bi ndi ng Wet Mannitol 98 98 98
granule | Binding Povidone 3 3 3
solution Distilled water 20 20 20
Mannitol 79 79 79
Mixture Crospovidone 10 10 10
Citric acid 2 5 20
Final mixture Magnesium stearate 2 2 2
Total weight excluding distilled water 202 205 220

Comparative Examples 1 to 5: Preparation of a tablet comprising a non-acidic

antioxidant or a basic stabilizer

In accordance with the composition described in Table 3, a tablet of

Comparative Examples 1 was prepared based on the procedure of Example 1

without using any acidic additive.

Further, in accordance with the composition

described in Table 3, each of the tablets of Comparative Examples 2 to 5 was

10  prepared based on the procedure of Example 1 except that, instead of using an acidic

additive, butylated hydroxy toluene (BHT) or tocopherol was used as a non-acidic

antioxidant, or calcium carbonate (CaCOs;) or meglumine was used as a basic

stabilizer.

10



sol ution Povidone 3 3 3 3 3 Tocopherol - 10 - - - Distilled water 20 20
20 20 20 M xture Mannitol 79 79 79 79 79 Crospovidone 10 10 10 10 10
WO 2011/155793 PCT/KR2011/004271
Table 3
Comparative Examples
1 2 3 4 5
) Compound of formula () 8 8 8 8 8
Mixture
Mannitol 98 98 98 98 98
Wet -
Povidone 3 3 3 3 3
granule | Binding
. Tocopherol - 10 - - -
solution
Distilled water 20 20 20 20 20
Mannitol 79 79 79 79 79
Crospovidone 10 10 10 10 10
Mixture BHT - - 1 - -
Calcium carbonate - - - 10 -
Meglumine - - - - 10
Final mixture Magnesium stearate 2 2 2 2 2
Total weight excluding distilled water 200 | 210 | 201 | 210 | 210

10

Examples 11 and 12, and Comparative Example 6: Preparation of a capsule

In accordance with the composition described in Table 4, the compound of

formula (I) and excipients were sieved through a 30 mesh and then mixed. A

mixture containing 8 mg of the compound of formula (I) was charged into a capsule

of size No. 0 to prepare each of the capsules of Examples 11 and 12. A capsule of

Comparative Examples 6 was prepared based on the procedure of Example 11

without adding any acidic additive.

11



BHT - - 1 -

- Cal ciumcarbonate - - -

10 -

m xture Magnesium stearate 2 2 2 2 2 Total

200 210 20028001528 Exanples 11 and 12,

Meglum ne - - - -

10 Final
wei ght excluding distilled water
and Conpar at i veCEASR?p1 16006271

Preparation of a capsule 5In accordance with the conposition described in

Tabl e 4,

formula (1)
capsul es of
prepared b
additi ve.

10

t he conpound of fornula (1) and excipients were sieved through a
30 nmesh and Titsle4m xed. A m xture containing 8 ng of the conpound of

was charged into a capsule of size No. 0 to prepare each of the
Exanpl es 11 and 12.| Bxangpsll ¢ ExanGiderp2r [of omparkttenipransplé 6wa s
of Exanplle 11 10 without adding any acidic
Compound of formula () 8 8 8
Mannitol 97 97 97
Povidone 3 3 3
Crospovidone 10 10 10
Citric acid 10 - -
Erythorbic acid - 10 -
Magnesium stearate 2 2 2
Total weight of the mixture 130 130 120

Experimental Example 1: Evaluation for storage stability of each of the

formulations of Examples and Comparative Examples

In order to evaluate storage stability of formulations containing the

compound of formula (I) prepared in accordance with Examples 1 to 12 and

Comparative Examples 1 to 6, the amount of the compound of formula (II)

(Impurity E), as a major degradation product, was measured. The formulations

were each packaged with 1 g of silica gel in an HDPE bottle, and stored in a

chamber (60°C) and the amount of Impurity E was measured four and eight weeks

later.

The results are shown in Tables 5 to 7 and Figs. 1 to 4.

Table 5
Examples
1 2 3 4 5 6 7 8 9o | 10
Initial 0.02 | 002 | 0.02 | 0.02 | 0.02 | 002 | 0.02 | 0.02 | 0.02 | 0.02
(0 week)
4 weeks
. 0.06 | 0.05 | 0.04 | 0.07 | 0.13 | 0.15 | 0.18 | 0.30 | 0.19 | 0.05
(60C)
8 weeks
60°C) 0.08 | 0.07 | 0.06 | 0.10 | 020 | 026 | 0.29 | 0.40 | 0.29 | 0.07

12



WO 2011/ 155793PCT/ KR2011/ 004271 Table 4 Exanple 11 Exanple 12 Conparative
Exanpl e 6 Conpound of forrmula (1) 8 8 8 Mannitol 97 97 97 Povidone 3 3 3
Cr ospovi dwoeotids3®310 Citric acid 10 - - Erythorbic aci @CI/KR0t1/d0Bzymesi um
stearate 2 2 2 Total weight of the m xture 130 130

Table 6
Comparative Example
1 2 3 4 5
((}mv:;::() 002 | 002 | 002 | 002 | 002
CAweeks 645 | 045 | 044 | 100 | 114
(60C)
8weeks | ngg | 063 | 061 | 198 | 232
(60C)
Table 7
Example 11 | -Example 12 | Comparative Example 6
Initial (0 week) 0.02 0.02 0.02
4 weeks (60TC) 0.07 0.07 0.49
8 weeks (60TC) 0.10 0.11 0.96
5 As shown in Tables 5 to 7 and Figs. 1 to 4, the production of Impurity E was

reduced about 4 to 10 times or more, and thus the storage stability of the
formulations containing the compound of formula (I) was improved by adding one
or more acidic additives to the formulations. According to the guidelines of the
International Conference on Harmonisation of Technical Requirements for

10  Registration of Pharmaceuticals for Human Use (ICH), the limits of unknown
impurities and known impurities are respectively prescribed as 0.2% and 0.5%. In
this regard, the addition of one or more acidic additives can improve the stability of
the tablets and capsules containing the compound of formula (I), and thus excellent
storage stability can be expected.

15 However, a non-acidic antioxidant (BHT or tocopherol) or a basic stabilizer
(calcium carbonate (CaCOj;) or meglumine), commonly used as a pharmaceutical
stabilizer, did not improve the stability or had undesirable effects on the stability.

While the invention has been described with respect to the above specific

20  embodiments, it should be recognized that various modifications and changes

13



120 Experinmental Exanple 1: Evaluation for storage stability of each of
the formul ati ons of Exanpl es and Conparative Exanples 5 In order to
eval uat e woanagess®Babi l ity of formul ati ons contai ni ng t reTaRZpOLIV2 70T
formula (1) prepared in accordance with Exanples 1 to 12 and Conparative
Examples 1 to 6, the amount of the conpound of formula (I1) (lnmpurity E),

as a nmj or I : . f . &t ] . ach
ackaged wi (T 05 tepROtothEdEEnidtPy TRARteq I he' 4 MM pEATE SutBhingC:
(60C) and t heoperofittie invehtipw as dyfiledvby theagponeiddichaiinsand ei ght weeks | ater.
The results are shown in Tables 5 to 7 and Figs. 1 to 4. Table 5 Exanples
12345678910 Initial (0 week) 0.02 0.02 0.02 0.02 0.02 0.02 0.02
0.02 0.02 0.02 4 weeks (60t) 0.06 0.05 0.04 0.07

14



0.13 0.15 0.18 0.30 0.19 0.05 8 weeks (60t) 0.08 0.07 0.06 0.10 0.20 0.26
0.29 0.40 0.29 0.07 WO 2011/155793PCT/ KR2011/ 004271 Table 6 Conparative
Exanpl e wo20B/45B3Initial (0 week) 0.02 0.02 0.02 0.02r0TEKR241vm@eks (60 t

)

WHAT IS CLAIMED IS:

1. A pharmaceutical composition comprising a compound of formula

(D) or a pharmaceutically acceptable salt thereof; and an acidic additive:
f"’j[“
HN”;\\\I c
b F

5 :

M

- 2. The pharmaceutical composition of claim 1, wherein the
pharmaceutically acceptable salt is an inorganic acid salt, an organic acid salt,

or a metal salt.

3. The pharmaceutical composition of claim 2, wherein the inorganic
acid salt is a salt of hydrochloric acid, phosphoric acid, sulfuric acid, or
disulfuric acid; the organic acid salt is a salt of malic acid, maleic acid, citric
acid, fumaric acid, besylic acid, camsylic acid, or edisylic acid; and the metal
salt is a calcium salt, sodium salt, magnesium salt, strontium salt, or potassium

salt.

4. The pharmaceutical composition of claim 1, wherein the acidic
additive is selected from the group consisting of a C,,, organic acid or fatty
acid having a COOH or SO;H group; an inorganic acid selected from

phosphoric acid, sulfuric acid and boric acid; and a mixture thereof.

5. The pharmaceutical composition of claim 4, wherein the acidic
additive is selected from the group consisting of acetic acid, adipic acid, citric
acid, ascorbic acid, erythorbic acid, lactic acid, propionic acid, tartaric acid,
fumaric acid, formic acid, oxalic acid, camcylic acid, malic acid, maleic acid,

edisilic acid, palmitic acid, stearic acid and a mixture thereof.

15



0.45 0.45 0.44 1.09 1.14 8 weeks (60 'C) 0.88 0.63 0.61 1.98 2.32 Table 7
Exanpl e 11 -Exanple 12 Conparative Exanple 6 Initial (0 week) 0.02 0.02
0.02 4 wewb0(16BE)30. 07 0.07 0.49 8 weeks (60C) 0.10 0. ptTKI2611/(04%71shown
in Tables 5 to 7 and Figs. 1 to 4, the production of Inpurity E was reduced
about 4 to 10 tinmes or nore, and thus the storage stability of the
formul ati ons containing the conmpound of formula (1) was inproved by addi ng
one or nore acidic additives to the formulations. According to the
gui del i nes of tée Thet phaahacenttalCoofupositivh @f thaimod selidrein ahe Taidioi cal
Requi renents _for 10 Regi stration of Pharmaceuticals for Human Use (1 CH),

l'y

the |im t dsitivaihavwpharmagentically asreptablouexcinient shaveng pHrbp &cwibsr
o eSer Dot Bef AP o e dl SRR sion BR 1304 KR! °ne o rore

aci dic additives can rnprove the and capsul es

cont ai ning the conpound of formula (1), and thus excell ent storage
stability can be expected. 15However, a non-acidic antioxidant (BHI or

t ocopherol ) or & Hhei phammagentisal, composition ©fr elaimt 6, vdirelm) the aeidicuni ne) ,

comonl y .as. td:ppl stabilizer, did not inprove the stability
JREH A B B

or had un S on e stability. Whil e the invention
has been described with respect to the above specific 20 enbodi nents, it

shoul d be recogni zed that various nodifications and changes
8. The pharmaceutical composition of claim 1, wherein the compound of

formula (I) is contained in an amount ranging from 0.1 mg to 1,000 mg per 1

unit of the composition.

9. The pharmaceutical composition of claim 1, wherein the acidic
additive is contained in an amount ranging from 0.1 to 100 parts by weight
based on 1 part by weight of the compound of formula (I).

10. The pharmaceutical composition of claim 9, wherein the acidic
additive is contained in an amount ranging from 0.25 to 50 parts by weight
based on 1 part by weight of the compound of formula (I).

11. The pharmaceutical composition of claim 1, wherein the

composition is formulated in the form of a capsule or tablet.

12. The pharmaéeutical composition of claim 1, which further comprises
an excipient selected from the group consisting of a diluent, a binder, a

disintegrant, a Iubricant and a mixture thereof.

13. The pharmaceutical composition of claim 12, wherein the diluent is
contained in an amount ranging from 20 to 80% by weight, the binder is
contained in an amount of 1 to 10% by weight, the disintegrant is contained in
an amount ranging from 1 to 30% by weight, or the lubricant is contained in an

amount ranging from 0.5 to 5% by weight, based on the total weight of the
16



may be made to the invention by those skilled in the art which also fal
within the scope of the invention as defined by the appended clainms. WO
2011/ 155A96RaTI/1sRAG11/ 004271 WHAT IS CLAIMED |IS: 1. A plrarmseeutGoezii
conposition conprising a conpound of formula (1) or a pharnaceutically
acceptabl e salt thereof; and an acidic additive: (1) 2. The
pharnaceutk&ﬁb &Bgﬁosition of claim1, wherein the pharmaceutically
accept abl e"sa PSS an inorganic acid salt, an organic acid salt, or a netal
Salt. 3. The pharnaceutical conposition of claim2, wherein the
inorganic acid salt is_a salt of hydrochloric acid, phosphoric acjd,

sul furic acid, &# Hhepbarmaceusicalcompesiyog:ofi daurilg which 15 soatedawith@ mal i c

id | oic.aci bl . ¢ R . . . ) id
o i oo Bl bl YR hdnd ST, FLlaiiaTe ¢
magnesi um g@dting silbsaite, ofa SixtureGheeof.assi um sal t. 4. The

phar maceuti cal conposition of claiml1l, wherein the acidic additive is
selected fromthe group consisting of a C2 20 organic acid or fatty acid

havi COCH SEBH gr oup: ' i: ' i
ot d sl furi o b d ke biested PO ARRN GO b Rl Har dupére PRE3RHRY ©
phar maceut jél@dseCosRatig! | 9bstiate! dk M Kydrokgsropyl t hellakise] ¢ hydebtypeepyls
sel ect ed fron1the13roup consi sting of acetic acid, adipic acid, citric

aci d, ascomsthyleg]lwose pplyvingl alcgbol pobardnyloala@hd,-pﬁy tanecglyeolograftar t ar i ¢

acid, fumaric acid, formc acid. gxalic _.acid,. ca LC aci | cid,

mal ei ¢ aci H?lc T ?é“%&‘?&,'ﬂﬁﬁﬁ% ﬁfec_e t%p&coé'lpggrﬁqlg)gég © Sa(lr?gétggﬁcféﬁﬁ e
thereof.  copolymer, Ghydrog yireGAethiytilufekeP ophthhkfe, Of celldodd Lacather ei n
the acidic additive is a pharmaceutically acceptabl e excipient showng pH 1
to 6 when phtbalsite o8 aomiytuspdhersaf; andvihe sustaingdcrsirasatqoatingrsubstrater is 5%

aci ol o agafelesq SEtE R GlIGR, pERFBRA dcclle Br afoRlictnelioll ) 0ol '

conposition of claim1, wherein the conpound of formula (I) is contained in

an anount rangizg fromO0.1 ng to 1,000 ng per 1 unit of the conposjtion.
9. The phar macelf.i €he¢ nhempaesuticah compsisiion of clgiey é#n wheseincibei coatiagi ti ve

is contained in an amunt ranging from@. 1 arts. wei ght sed on
o oart by SihsAie B AR ol ABARLrERE fof, o St B igh, el tn 2
phar maceut {gtfll wighPepthe Bitoateddotem 9, Wherein the acidic additive is
contained in an anount ranging fromO0.25 to 50 parts by wei ght based on 1

C

part by weight of the conpound of formula (1). 11. The pharmaceutica
conposition of claiml1l, wherein the conposition is fornulated in the form
of a capsule or tablet. 12. The pharmaceutical conposition of claim

1, which further conprises an excipient selected fromthe group consisting
of a diluent, a binder, a disintegrant, a lubricant and a m xture thereof.
13. The pharnmaceutical conposition of claim 12, wherein the diluent is
contained in an anmount ranging from20 to 80% by wei ght, the binder is
contained in an anount of 1 to 10% by weight, the disintegrant is contained
in an anount ranging from1l to 30% by weight, or the lubricant is contained
in an anount ranging fromO0.5 to 5% by weight, based on the total weight of
the WD 2011/ 155793PCT/ KR2011/ 004271 conposi ti on. 14. The

phar maceuti cal conposition of claiml1l, which is coated with a rapid rel ease
coating substrate, an enteric coating substrate, a sustained rel ease
coating substrate, or a m xture thereof. 15. The pharmaceuti cal
conposition of claim 14, wherein the rapid rel ease coating substrate is
hydr oxypropyl cellul ose, hydroxypropyl nethylcellul ose, polyvinyl alcohol,
pol yvi nyl al cohol - pol yet hyl ene gl ycol graft polymer or a m xture thereof;
the enteric coating substrate is (nmetha)acryl ate copol ynmer, hydroxypropyl
met hyl cel | ul ose phthal ate, cellul ose acetate phthalate or a m xture
thereof; and the sustained rel ease coating substrate is cellul ose acetate,
et hyl cellul ose, polyvinyl acetate or a m xture thereof. 16. The

phar maceuti cal conposition of claim 14, wherein the coating substrate is
used in an anmount ranging from1l to 50% by wei ght, based on the total

wei ght of the uncoated core.
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