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DESCRI PTI ON PHARVACEUTI CAL SOLI D PREPARATI ON AND
PRODUCTI ON METHOD THERECOF TECHNI CAL FlI ELD The present

WO pwsnsd2on rel ates to a pharnmaceutical solid PCT/JP2008/061686

preparati on and a production nethod thereof.
BACKGROUND ART As di scl osed i+f1Jdapanese Unexam ned
Pat ent Publication No. 1992-154765,

7-chl oro- 5- hydroxy-1 - [ 2- DEBORIPHLON 2-

H%éhﬁgﬁZﬁﬁgﬁrkﬁﬁéﬁg§§§é$%4§§Q§ AQD BRQDYGTION METHOD THEREOF

(herelnafter occasionally referred to as a
benzoazepi ne conpound) represented by General Fornula
(1) is useful as a vaso i st. However,

t houghrr lg&@éeazem«@ltq@am@emstég&@@@hbemaceutlcal solid
phar macol ogi cal activity, its poor solubility leads to

RIS SRR ON caRe S OSSR E OB HRIRShItPRESCT n t he

gastrointestinal tract. To solve this problem

Japanese Unexam ned Patent Publication No. 1999-21241

teaches a technique to iBAESROUNReARB| ubility of

benzo%%?Qﬂ@&%%ggE ngJgﬁaﬁ 'ﬁHéﬂ&mﬁn@@négééﬁP'ﬁﬁbllcatlon No.

compound w t ydr oxypropyl cel l ul ose, formng a

HWargIsdiéSconposite. This técﬁhﬂqn©-5Tth?@é§ ﬂhéz'methyl -4-(2-
[ t [

e s s L R R o I S R e B B8P oine or

&onnﬂundthsreoﬁpré&sﬁdndftectI90¢aﬁxpnalﬂableefenﬁ&ﬁ to as a

t abl et does not dISI te [N :

tRserige, nmeorRal, e Sefbe?, mlost Mt vigrmpla (D s

Bdfidli as nophsvprmeeliaganthgactdtwi ty. The amor phous

conposite thus varies in disintegration properties,

particularly iQtabl et form and greatly varies in

di si nt®g ate. This results in inconsistent
) §tivity, and it is not possible to
pr oduct s of consi stent

phar macol ogi caN“act i vity. Hy

LA
d Q”ea

CH3 (1)

However, though a benzoazepine compound has excellent
pharmacological activity, its poor solubility leads to
problematic insufficient absorbability in the gastrointestinal
tract.

To solve this problem, Japanese Unéxamined Patent
Publication No. 1999-21241 teaches a technique to improve the
solubility of benzoazepine compound by combining a benzoazepine
compound with a hydroxypropylcellulose, forming an amorphous
composite. This technique improves the solubility of the
benzoazepine compound; however, when the amorphous composite
containing the benzoazepine compound is compressed directly into
a tablet, the tablet does not disintegrate at all in the

gastrointestinal tract. For this reason, the medicine exhibits no
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DI SCLOSURE OF THE | NVENTI ON An obj ect of the present

invention is to provide a novel pharnmaceutical solid
Wee@pasatT on with superior disintegration propRCT/IR808/061686

and excellent solubility and absorbability of active

ingredients in the gastrointesginal tract . The

present invention also provides a production nethod

ﬁ?ﬁrmdbelpbﬂcmhoﬂuﬁwday.soIid preparation. As a result

of intensive study to solve the_foregoin robl ens,. .

the | rifBnt GROTBROTHe HEOSALST NV i SR BEnd b hatLintegration

propdigian, amarpheusa£oPosi tebleabt abard bydagreatly varies in

benzoazepi ne conpound and h roxigrp | cel ul ose, wi

i th .
L FEEOFRELPRF A Sost TRt 68 HyHEFo SiSIFOf oRiarmacological

£100UEeS anBhat mMasedbt CebsSidlied thr ePabahi padi datalngsroducts of
superi or disintegration_ properties and excell ent

CIISUSTEPE yPhAERRAH I 628 LRFH 8T dat absorbability of

active ingredi ent spidriidderaast raimtgsENRabNt ract. The

i nventors al so found tihat m Xing tnhe, anor phous ,

conpoditt eeblsisttaidfed- sy RFSSERE0APEFNAEOR OAPOGAIPERYIde a novel
%}g &BE.@@%{? Feédllildors]ﬁreﬁéfahﬁronw Ihegardipld9se. $odid#gration

rboxy net starch or crospovi done, produces_a _
miqrdrai ephandacegel tant seplubpridyarand csompabpletenpt active
j N [ ' ' h finding ; ;
s B PR e AT i e R tovention
Frsad yotdvdesetah oprodierdoh, meshddf ifoed tihe tpradisideoningl solid
[tens _1.t0 30. Item1 : A pharmaceutical solid
%F%ﬁ%?%ﬁ?%h conprising: (a) 7-chloro-5-hydroxy-I-
[ 2- metAy | ad-res2l tmed iy i beezeinteanshodly bewz ogdJve 2£Be 4,foregoing

Qﬁs_é}ﬁtﬂr a§2¥g{}§oﬁ LEP?§$§§€32 g%lﬁp :F}ﬁ%] g/é)%%s%gjct anreern%clnz)h (pgund that

dm&ﬁh@xy@hopgm%kghow@liébmpbsaﬁéuntobfafﬁbdw.Bycwa benzoazepine
greater; and (c t | east one nber selected fromthe,
it on Gt | iy Dronsin e O gGy um Eifboxd nPRyTELc

SItGRut8AOSRENHSIBAFropFNbellulose, produces a pharmaceutical

solid preparation that has superior disintegration properties and

low

excellent solubility, leading to sufficient absorbability of
active ingredients in the gastrointestinal tract.

The inventors also found that mixing the amorphous
composite, obtained by a benzoazepine compound and
hydroxypropylcellulose, either with carmellose, sodium carboxy
methyl starch or crospovidone, produces a similar pharmaceutical
solid preparation.

The present invention is made in view of such findings, and
provides a pharmaceutical solid preparation and a production

method thereof, as defined in the following Items 1 to 30.

Item 1: A pharmaceutical solid preparation comprising:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyl]-2, 3,4, 5-tetrahydro-1H-benzoazepine
and/or salt thereof;

(b) hydroxypropylcellulose containing a hydroxypropoxyl
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| ow substituted hydroxypropyl cellul ose with an average
particle dianeter of 30 to 70um and a 90% cunul ati ve

w@2008i18d2¢7 di anet er of 100 to 200um Item 2 : APCT/JP2008/061686

phar maceuti cal solid preparation conprising: (a)
7-chl oro-5-hydroxy-1- [2-nethy-4- (2-
nmet hyl benzoyl am no) benzoyl] -2, 3, 4,
dﬁ_—cg@i riah;(ﬂranlqd)dﬂlrtlb@lfzeazepi %1eorargﬂealtesal dnd her eof ; ( b)
ydr oxypro cel|ul ose ¢ ntalnln dr ox s

gr oup qycﬁ 5&3/ afBaht B¢ B ‘%e&e ga%@? éﬁed %o'% consisting
d_@V\b§ﬂﬁ¥§]Ilds@t,edsd%i@fn0>ﬁé&m&y| Q‘I&it:lhlgﬂlosfﬁ:,ara:ﬁ awgioagevidone, and

article dianeter of 30 to 70 anda90%curru|at|v

t P iduhret SydEPXYPEPRY BAPSeTHiER an average particle

PhfdrreedEi s@! t$010,6h, PagBaBabOPNCirsa 1@ eEr glrt DcldS dEameter of
"Solid Preparation A" hereinafter) Item3 : The

YHarteadllencal solid preparation according to Item2 ,
wherein the | ow substituted hydroxypropyl cellul ose has
an average particle dianeter 45 to 65um and a 90%
Hanl2at Avehparadesitécal apet &4 Ryepegetion powaisingem 4

The armaceutical solid pr 1 dingpt
ltem 2@’ wherein the | ow su@st%ﬁ?ét% PHhyEERY I B2 rdethyl -4- (2-

Iitﬁytdrydbyepmplﬁmeid beogeyhhs? ah ‘aveitageahpydnd-digbenzoazepine
gr gft4%63t Q.65mMm , and a 90% cunul ative particle
t er —of kl %6 200m . Item5 : The phar maceut i cal

soI i d (@ epaydroxypmpydceiliglose anyorareéndhgl t @mshxinaxypropoxyl

wher.ei n_t he phar utical saoli reparation is a
SR oF ?%b%?&hﬁ gamgé £Tﬁ ar %Egem%:‘% solid
pr epar@-iion }hmcosdbfmnﬂuted ahydﬁbxyprbpglneiﬂﬂﬁps&, an average

met ho ?tgﬁgEShglngﬁlAﬁt%p g;%luc'ﬂg)a” a r%1ve particle

dlbrr&btzrybbem@yﬂoarmogm benzoyl] -2,3,4,5-
tetrahegrdro | H benzoaze |ne n /or a salt thereof, g
his pharmaceutica preparation 1s referre to as a

“Solid Preparation A”, hereinafter)

Item 3: The pharmaceutical solid preparation according to Item 2,
wherein the low substituted hydroxypropylcellulose has an average
particle diameter 45 to 65um, and a 90% cumulative particle

diameter of 100 to 200pm.

Item 4: The pharmaceutical solid preparation according to Item 2,
wherein the low substituted hydroxypropylcellulose has an average
particle diameter of 45 to 65um, and a 90% cumulative particle

diameter of 150 to 200pm.

Item 5: The pharmaceutical solid preparation according to any one
of Items 2 to 4, wherein the pharmaceutical solid preparation is

a form of tablet.

Item 6: The pharmaceutical solid preparation according to claim 2,

obtained by a method, comprising:
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hydr oxypr opyl cel | ul ose cont ai ni ng a hydr oxypr opoxyl

group in an anount of 50 wt.%or greater; Step 2 of
woreoosnsp2the anor phous conposi te obtai ned i n St BEI/IP2008/(%1686

| ow substituted hydroxypropyl cellul ose, an average

particle dianmeter of 30 to 70umm and a 90% cunul ati ve

particle dianeter of 100 to 200um and Step 3 of

pr ocestieng 1t bé pradunimoolbhabemedphousStempdsii hé of voms Ol-iathloro-5-

reparation. ltem?7 : _The rmaceutical,.saolid
ST DA R 2B e 20y PR VA e ol 5
faulahgtire onprbti Aigzebehoeenabligpr 1 aad Stsapt2 , thbeeof, and

step of processi t he anor phous c¢ it bt ai.ned i .
R YPF P PSS (g 87 aRUPIERGRYHECRGY! I qRP 0 an

Sountherpbarwecewr gakaseti d preparation according to
Item 6 , produced by a_nethod further conprising

bet wedtreBt 8pOf BHELIS ¢51e3aMOFRRORY PTHOSAFE R HiFd e Step 1

WieH Uy ahbaichededd @%%ﬂ%ﬁ?lgéﬂwi@%,usdrﬂga@rage particle
dgranul ation nethod. Item9 : met hod for producing

Ipmetear Aficdlt Feal 0| pAdpR ePRY FWBH aEdVEr BRRL ¢S [Hemeter of

20 tghgog&hp%cporrpri sing: Step 1 of producing an
anmor phous' conposite from 7-chloro-5- hydroxy-1- [2 .
- met hytep4 3 EZ- peohgs ey dyleaminbnrpepoyided An3 Stgps2 into a

t.r - nzoazepi ne and/or a salt thereof, and
%O?&Fg%gégﬁéﬁ%ﬁ ul ose contai ni ng a hydr oxypropoxyl
group in an anmount of 50 wt.% or greater; Step 2 of
1 Xi ng e anor phous . ' [ LN ; it h
{35 20008 BRERR Ao D 8oLt SarriTsabiohfat Bhubg bl rrem 6,
marduicedebgi ametehodf fidrHer Hompriammga B8cemmstapi Yeand Step
article _dianeter of 100 to, 200mm_ ;. and Step 3. of . .
T obRSsPRGPLRE HXCGPETEB A Red I HPEPH SOTRPS: & sgPfained in
fdegpar ahtongtdreibeOusThe arejdavmhlacdondhneighdda ltem 9
wherein Step 3 is carried out by processing the
m xture obtained in Step 2 into

Item 8: The pharmaceutical solid preparation according to Item 6,
produced by a method further comprising, between Step 2 and Step
3, the step of processing the mixture obtained in Step 2 into

granules using a granulation method.

Item 9: A method for producing the pharmaceutical solid
preparation according to Item 2, the method comprising:

Step 1 of producing an amorphous composite from 7-chloro-5-
hydroxy-1-[2-methyl-4-(2-methylbenzoylamino)benzoyl]-2, 3,4, 5-
tetrahydro-1H-benzoazepine and/or a salt thereof, and
hydroxypropylcellulose containing a hydroxypropoxyl group in an
amount of 50 wt.% or greater;

Step 2 of mixing the amorphous composite obtained in Step 1
with low substituted hydroxypropylcellulose, an average particle
diameter of 30 to 70um, and a 90% cumulative particle diameter of
100 to 200pm; and

Step 3 of processing the mixture obtained in Step 2 into a

solid preparation.
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tablets. Item11: The nethod according to Item9 or
10, further conprising, between Step 1 and Step 2 ,

w0 b@sasep? of processing the anor phous conposi t BCT/JP2008/061686
obtained in Step 1 into granules using a granul ation
method . Item 12: The nethod -ag€ording to Item9 or
10, further conprising, between Step 2 and Step 3 ,
t he step of processing the m xture obtained in Step 2

nto es usi.ng, a |ation
#) Salmstg\ol ?)? Cfléh G oh° ¢ Sgl ng’ ﬁ?r?m Step 3 is
aaﬁﬂe@rw@fbﬁﬂrpwcéssﬂr@ nethyrhixdure2- dt&iaﬁyﬂed in Step 2 into
benzoylanino) benzoyl] -2, 3 ,4

rahydr o- IH-benzoazeplne and/or a salt thereof;

(b) hydroxypropylcellulose cont ai ni ng a hydroxy

ropoxyl oup in an ampunt of 50 wt. % or gr%ater
JI(J tampllgaf |If1%"sb§>d (aﬂﬁogdﬁﬁar%c%ﬁﬁm Salrrs 4Py gfurther Whorising,

p¥eRanhASep Usahﬁf@&éﬁdZtotﬁé 8tepObf dpPbepadidld heB'amorphous
hereinafter) |tem 14: The pharnmaceutical solid
rEsaiaci oRtateet ditig StePI terhnty, JHENERA {19dNgort ganulation

> carnellose is 7 to 15 wt. % based on the total

quantity of the pharmaceutical solid preparation. Item

15: A nmethod for producing the pharmaceutical solid
A %PQ.rZat 'I'HQ cg'é&otralé%e% 1Igcerrt fge oqegb‘,)dfurther .comprising,
conpri si ng: ep cl ng an anor phous conposite
Batomen- tlepr & 5anchyatep(y31 the- @gepy|o.f4.processing the mixture

yl be I )

éﬁ% gd%g ??%%éﬁg%gge ?%@£§%% s1ﬂg sa.(tJltSa é?%b %}%Fd
hydroxypropylcellulose containing a hydroxypropoxyl

3 RO IRe R bnpesid & GREAT L |5 ag B ;
carmel {gse; and Step 3%&ﬂﬂm&oeéshydmpxy«a Wﬂxmethyl 4- (2-methyl
éggéqugglhg ggné%f%] Etg 2 §°'Lé%a%§898Ifﬁ benzoazeplne and/or a
salt thereof;
(b) hydroxypropylcellulose containing a hydroxy propoxyl

group in an amount of 50 wt.% or greater; and
(c-2) carmellose.
(This pharmaceutical solid preparation is referred to as a “Solid

Preparation B”, hereinafter)

Item 14: The pharmaceutical solid preparation according to Item
13, wherein the content of the carmellose is 7 to 15 wt.3%, based

on the total quantity of the pharmaceutical solid preparation.

ITtem 15: A method for producing the pharmaceutical solid
preparation according to Item 13, the method comprising:

Step 1 of producing an amorphous composite from 7-chloro-5-
hydroxy-1-[2-methyl-4- (2-methylbenzoylamino)benzoyl]-2,3,4,5-
tetrahydro-1H-benzoazepine and/oxr a salt thereof, and
hydroxypropylcellulose containing a hydroxypropoxyl group in an

amount of 50 wt.% or greater;
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Item 16: The nethod according to Item 15, wherein Step
3 is carried out by processing the m xture obtained in

w@Ee@p/132iht o tablets. Item 17: The met hod accoP@i/iRpoesxn61686

Item 15 or 16, further conprising, between Step 1 and

Step 2 , the step of processi+g-the anorphous

conposite obtained in Step 1 into granules using a

gr anulsaieipo oethixling tehm dBorfheusretdrpdsate ookl aiguedo in Step 1
[tem 15 or 16, further conprising, between Step 2 and
@tzbcgrf“ei%%s%’t %f processing the m xture obtained

in Steped 3NbE grasesLingTheg M xguasudiatd dredrdhhedep 2 into a
ltem 19: A ghar maceuti cal solid preparation

RIS PEFRGEAYEOR 7- chl or o- 5- hydr oxy-1 - [2 -nethyl - 4-

(2- nethyl benzoyl am no) benzoyl] -2, 3 ,4

, b-tet rahg/gdr o-| H-benzoazepi ne and/or a salt thereof;

85 hifelr oX9Br SRFPEEI 1AAGSEIRBNIRI nthRR 1>, wherein Step 3 is

dnadrieyy RFRPaY | pBs Qs iing ahaamuituref aftathe¥ Ah Step 2 into
greater; and (c-3) sodium carboxy nethyl starch. (This
tetpdefr@eeut i cal solid preparation is referred to as a

"Solid Preparation C', hereinafter) Item 20: The
pharmaceutical solid preparation according to claim

Irem wAér ei Bhe hanetdidenBceprding sd@i umtedr bdxy et Hyf, further

c%%ﬁ;r i} 1 - Yo ahasedon theotatal SHaMddelsing th

0 tr%glgﬁé?bneg%&eélﬁnl %&%sgl? d’ilpre a?’ét :%oﬁ. Itélgem Z%QIA Sln_g ©

ametripbduf orcoppoddte ngpbtthéenpflarimacdtgn cal into granules using a
sr%lrliuq%gggrlrzi\%hoo%.accordi ng to Item19, the nmethod
onprirsing: ep "1 of producing an anor phous conposite

from 7-chl oro-5- hydroxy-1- [2-nmethyl -4-

2-met hyl benzoyl am no) _benzoyl] -2,3,.4, 5-
#t&n} aﬁrsdr oﬁl?l- Blé‘?r%%eﬁf:ﬁgrg%rbé ot SEEP thar &5, Wng further
dyiraxypg pydtoaidniisese 2oahdiSierg 3 hydr sxgprapeadcessing the

roup in_an .amunt of 50 % or greater; . .
é{xtu@e obtained in gtep into granules using a granulation

method.

Item 19: A pharmaceutical solid preparation comprising:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyl]l-2, 3, 4, 5-tetrahydro-1H-benzoazepine
and/or a salt thereof;

(b) hydroxypropylcellulose containing a hydroxypropoxyl
group in an amount of 50 wt.% or greater; and

(c-3) sodium carboxy methyl starch.

(This pharmaceutical solid preparatipn is referred to as a “Solid

Preparation C”, hereinafter)

Item 20: The pharmaceutical solid preparation according to claim
19, wherein the content of the sodium carboxy methyl starch is
0.5 to 15 wt.%, based on the total quantity of the pharmaceutical

solid preparation.

Item 21: A method for producing the pharmaceutical solid
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Step 2 of m xing the anorphous conposite obtained in

Step 1 with sodi um carboxy nethyl starch; and Step 3
w@Roopnseessi ng the m xture obtained in Step 2 PCI/&P2008/061686

solid preparation. Item 22: The nmethod according to

[tem 21, wherein Step 3 is carr4ed out by processing

the m xture obtained in Step 2 into tablets. Item 23:

pifeparathon @eeaddnggtboltérerh®R1the @@thddirddmprising:

conpri sing, between Step_ 1 and Step 2 t he, st of

pr ocesditRg 1t ﬂg Mﬁﬁga@oﬁﬁ%? TS 5CTPRBYCT nB%f”éJ'fhloro_S_

HyHr@xg-an [ e tihsil A g - 22 ghatiu) 1dlene By Dt hvas). bdrizes 242, Ihe, 5-

net hod according to Item 21 or 22, further_conprjsin

YSHTRBYAT ST B BENERGZePLRe 3 | 2PRECSt ep? of ﬁ?@)Eessfﬁhﬁr?%%' and

H’ﬁ}cﬂ?&‘o&k?zﬁr_@@}?&éﬁ%lb@es%ﬂtgihﬂﬁ@ gr apdkegypsdgtkyd group in an

granulation nethod. Item 25: A pharmaceutical solid

amoawar afi ot EorfpPEsPRG2E]%E) 7- chl or o- 5- hydr oxy- | -
[ 2- metinl- 4- of Zn1 RIS ¥HhReRZOY RN Vo8BI 0¥ | dbtinedl ifh Step 1

, 5-tetrahydro-| H benzoazepi ne and/or a salt thereof;

wWiph pdieRygrheyycBEL DY bsarsiy apAfing a

hydr o OROX ¥ i a f W01 Qr :

gr eat é?éigijagdé%cl-b%gcr olsrggo%irﬂ1 go%%%?’h?@p%%ﬁn%@e&? ieléal2 into 2

sdliiddppeppeatitdron is referred to as a "Solid

Preparation D', hereinafter)ltem 26: The

pharmaceutical solid preparation according to Item 25,

Tttear e22x: t fibe cortbnd efccolding ogpovitone2l s fhepels Step 3 is

wt . % based.on the tot.al ant j .t £t : . :
TARAoRTE &Y BT PR e Fpe i pingd ndpy SFep 2 inco

Hfamlepsoduci ng t he pharmaceutical solid preparation

according to Item 25, the nmethod conprising: Step 1 of

produci ng an anor phous conposite from 7-chl oro- 5-

Item 23: The method according to Item 21 or 22, further

comprising, between Step 1 and Step 2, the step of processing the
amorphous composite obtained in Step 1 into granules using a

granulation method.

Item 24: The method according to Item 21 or 22, further
comprising, between Step 2 and Step 3, the step of processing the
mixture obtained in Step 2 into granules using a granulation

method.

Item 25: A pharmaceutical solid preparation comprising:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyl] -2, 3, 4, 5-tetrahydro-1H-benzoazepine
and/or a salt thereof;

(b) hydroxypropylcellulose containing a hydroxypropoxyl
group in an amount of 50 wt.% or greater; and

(c-4) crospovidone.

(This pharmaceutical solid preparation is referred to as a "“Solid

Preparation D”, hereinafter)
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hydr oxy-1- [2-nethyl-4- (2-nmethyl benzoyl am no)
benzoyl] -2, 3, 4 ,5- tetrahydro-| H benzoazepi ne
wW@rwBos6287 salt thereof, and hydroxypropyl cel | uP@GE&2008/061686
cont ai ni ng a hydroxypropoxyl group in an anmount of 50
wt.%or greater; Step 2 of mx8+g the anorphous
conposite obtained in Step 1 with crospovi done; and
Tteap Z:0fTher onlesssiacgut healn soli@d pbéwdredd onn aScepd2ng to Item

jhto a solid preparation, _Item 28. The.nethod °
daé(;c o TR ot}% eﬁ?’it?‘?mi/\h%? eitcﬁeStcgp? Sgof’%géé%er ried%out® by® Wt P
PHRLESTMNg tHe Motalr e qubhaited ofi Stk 2phatmaceutical solid
tablets. Item 29: The nethod according to Item 27 or
BEPAEGEERBr conpri sing, between Step 1 and Step 2 ,
the step of processing the anorphous conposite
obtained in Step 1 into granu|es using a gﬁanulatiqn

fo

Hshod.’*I t &m 56thefe RRY hddF XSG ng gHfaseYical  solid

A palidi i BRI a &QIRIing RO, TH&H WL thkeRePhad torte s3ng:
the step of processing the m xture obtained in_Step 2
into dit@RulleTUBFPRPG NG ARUPBRPTRIMOHRIGNIIOSAte from 7-chloro-5-

FRCeUt b CabrSAliad (PLEPRAH AN 03¢ 8RL Ab Nk viihe2, 3, 4, 5-
resent invention conprises: éa) - chl or o- 5- hydr oxy-1 -
et nabydyp- BH-YenzoageRyn®enz 8PHAPE no) @benBdyF] - £hegeol,  and
= z I dL o ; ;
A R R o T R L
agroows A ah wimsumr giedbext . % or greater; and (c) at

| t i d . . /
[east g eaben SRl Pehed ERmINe Lol canshielidh 9h step 1
veirads pawsgonidorayd ahdw subst i t ut ed

hydr oxypropyl cel | ul ose. with an.averag rticl. .
1 anetEPEoP 86 PEOTORHTS At SIG05E SuRRFLUIvs PaltFR & 1o @
gildrebeepatatlith.t o 200nm .

Item 28: The method according to Item 27, wherein Step 3 is
carried out by processing the mixture obtained in Step 2 into

tablets.

Item 29: The method according to Item 27 or 28, further
comprising, between Step 1 and Step 2, the step of processing the
amorphous composite obtained in Step 1 into granules using a

granulation method.

Item 30: The method according to Item 27 or 28, further
comprising, between Step 2 and Step 3, the step of processing the
mixture obtained in Step 2 into granules using a granulation

method.

A pharmaceutical solid preparation according to the present
invention comprises:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyl] -2, 3, 4, 5-tetrahydro-1H-benzoazepine
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In the present invention, a solid preparation
containing, as the conponent (c) | ow substituted
whywsose2pt opyl cel | ul ose, an average particl e dPENER2008/061686
of 30 to 70um and a 90% cunul ative particle dianeter
of 100 to 200mmis referred tw-as a Solid Preparation
A ; a solid preparation containing carnellose as the
asvent salt i thigmedifent  of corrponent (c) is referred to
as Solid Preparation aratijon
cont ai (:?SngFl gﬁ?mrofryﬁgfl? éJOt Zcfa& 149 "t § hydroxypropoxyl
@ss@nthaan i agredi efit Sofwtmpm@méatez) iand eferred to
as Soll Pre aration C sollﬁ r ep: ration
cont ai ' ngtc 8§BBV?%HEér§§ert tﬁ?lgggg t?lé? iR copsisting
c@ﬁ@@ﬁﬁﬂlo(s@), ispdiemerdsgthoky amtholi @tln:enar airogpoiidone, and
The foll ow ng expl ains Solid Preparation A, Solid
IoFepHIRRTGHCRS, PEGF PRSI BRORS , AR 38| pyerage particle
Brgaeat bpN3® to IMu)aknar 4e6os %ﬂa@ﬁeéap@itMeAd&%meter of
descri bed above, Solid Preparation A of the present
0y &Rt PO Bonpri ses : (a) 7-chl or o- 5- hydr oxy- | -
[ 2- metihy | p&%seﬂ%tﬁﬁbgﬁﬂigﬂl3Q13811@e§§épﬁrﬁti%n containing,
3,4,5-tetrahydro-| H-benzoazepl ne and/or a salt
qamﬁhqﬁcqmpgmgggzégﬁnéx@bnﬁggﬁgyutegbpydroxypropylcellulose, an
J%%géyﬁi 2Ry LEE! hegﬁgf?efoeka's@' N9 wamroaw&rgp%zl cumulative
an anount wt.%or greater, and (c-1)
daowislies diameedr hyedr ok§fbr @pylw@mull@sereﬁwl%ﬁﬁer’é@e as a Solid
e 3 c
AR it £ At orodtd 10550 DUt 1) EEndda BEr G e s the
e@mm&txtuaﬁ Ihgrbdnemazepl rm@mponprmtjndCDSls referred to as Solid

];-%PIOEO-S- dr ox Q d[ re 1o containing sodium carboxy
(TPrEThYDe zoy?arﬁ r%&‘) oRH z%ﬁ 3 <P
nethellr alvadeh- Idﬂbettze)aée@emaindirmrailsaltt d:fhec:@qfonent (c) is
represented by the.follow ng, General Formula i%
SIRETET tohzohr SPIE. GRETUIRCGET (9 EPAmi esCbhf; Preparation
containing crospovidone as the essential ingredient of Component
(c) is referred to as Solid Preparation D.

The following explains Solid Preparation A, Solid

Preparation B, Solid Preparation C, and Solid Preparation D, in

that order.

Solid Preparation A

As described above, Solid Preparation A of the present
invention comprises:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyl]-2, 3, 4, 5-tetrahydro-1H-benzoazepine
and/or a salt thereof (benzoazepine compound),

(b) hydroxypropylcellulose containing a hydroxypropoxyl
group in an amount of 50 wt.% or greater, and

(c-1) low substituted hydroxypropylcellulose, an average
particle diameter of 30 to 70pm, and a 90% cumulative particle

diameter of 100 to 200pm.
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obtai ned by m xing an acid or a basic conpound
phar macol ogi cal ly conpatible with the benzoazepi ne

wo epsasent ed by General Fornula (1). Exanpl es BET/12008/061686

basi ¢ conmpound which fornms salt wi th benzoazepi ne

i nclude netal hydroxides suchi@s sodi um hydroxi des,

pot assi um hydr oxi des, |ithium hydroxi des, calcium
ty)dBexizéasepihk aldmpaehdl car bonat es such as sodi um

carbonat es;. al kal 1 _netal bicarbgnat.es ch.as spdiu

hyr OQRIF CoPBATRASS I End AR et s ol GONrat gs eiepey-1-[2-

st 15,adiaunD Rlaé Y 1Wees 09l apbididsinedyel Ry | 3f £5-tetaapyeso- 1H-

of the acid mhi;h fornms_salt wt benzoazepin% in qug .

BARGGARPEP S cFBY/SEich SSLELFREFTQT aEFRECTRALRFC PYcidhe following

durieahkeehGl1acid,. or hydrobrom c acid; and organic

acids such as acetic acid, p-toluene sulfonic acid,

et hane sulfonic acid, oxalic acid, maleic acid,

fumaric acid,cﬁﬂric acid, succinic acid, or benzoic

aci d. Exanpl eshof the benzoazepi ne conpound i ncl ude

sol vatds. g ehZogzepi ne such as hydrates and

et hanol at Fonponent (a) as the benzoazepi ne

conpound T el ected from,yarious crysta

pol ynor phi sns. 'fAddi ti onal |y, W@re are vari ous

stereoi soners and g cali sonp of the benzoazepi ne

compound of 5&9 pr h’\%n It is also possible

to usethem as’ Conpgnent (aD. These vari ous substances

used as the benzo&thpi ne conpound ofi1fhe present

i nvention may be used solely or in conbination. Mre

speci fiteal byltt hed bemzoazepine chrmiomadesf tiver persmplte, salt
inventi.o congrises at ] east OQ%inenber sel ctgd froq)  call

R l&FSuEYdB‘ﬁ 1890 Ay BFT-ThiDret B hydfBRy-f - prarmaceogically

dotnpaetiBY k- 41 th2theeblykberemHantdmedeenzdy bly -GEnedal4 Formula
5-tetrahydro-| H benzoazepi ne and salt thereof. The

G@nzoazepine conpound of the present invention may be

pr Oduoaﬁdudgflteﬁ agy Rl | Bhyikn@wmpeahlodyhifdly E¥amPl &alt with

the netho , ) _ .
benzoazepine include metal hydroxides such as sodium hydroxides,

potassium hydroxides, 1lithium hydroxides, calcium hydroxides;
alkali metal carbonates such as sodium carbonates; alkali metal
bicarbonates such as sodium hydrogen carbonates; and alkali metal
alcoholates such as sodium methylates or potassium ethylates.

Examples of the acid which forms salt with benzoazepine
include inorganic acids such as sulfuric acid, nitric acid,
hydrochloric acid, or hydrobromic acid; and organic acids such as
acetic acid, p-toluene sulfonic acid, ethane sulfonic acid,
oxalic acid, maleic acid, fumaric acid, citric acid, succinic
acid, or benzoic acid.

Examples of the benzoazepine compound include solvates of
benzoazepine such as hydrates and ethanolates.

The Component (a) as the benzoazepine compound may be
selected from various crystal polymorphisms. Additionally, there
are various stereoisomers and opticalisomers of the benzoazepine

compound of the present invention. It is also possible to use
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di scl osed i n Japanese Unexam ned Patent Publication
No. 1992- 154765 or No. 1999-21241. (b) Hydroxypropyl

weeioBusase Conponent (b) is water-sol ubl e cel | BCDIR2008/061686

et her containing a hydroxyl propyl group in an anount

of about 50 wt.% or greater, -pneferably in a range

fromabout 53 to 80 w. % Cbnponent (b) is a conpound

trean rg aomp@mﬁnﬁlﬁ@ Junit represented by the follow ng

Gener R2 d

represéﬁ?%a aﬁ§8P%g§Hb%£%ﬂﬁ%§‘%EeSrgap%H (Engggzeplne compound
oMt ggerpredertesinvdmnoh may Hee unedr ®oledgpyrcein Ld:cmbanatlon

contai ning_a dr oxypropoxyl group in an anmount _of

G P s B on tBe I aoststif redheliR he byt iihe Present
110/e2@00A0 coRpPUsds (2) lediowveses , ménberheclase edf fZ%n the group
aqueous sol ution, the VISCOSIt

t ueo
CBISitERTi spreferfbly 2 to | Oﬁééor% ?'ﬁ%&@xéfr ifé@ ALpyL-4-
Iﬁ’eﬂkﬂzlﬁeﬁféoﬁia@ﬁ%benEB?l hyzlr oy, %LQEYir@}%l'c!lﬁd—qf’ri@benzoazeplne
contalnlng %gdroxypropoxyl group in an anmount of 50
ad #pdt §hesrRet- used for the present invention can be

producegd byrg o RYBbE S YCthTFéﬂ‘%e YrdBtbenvention may be

sel ected fromconmercially avail abl e products .

gaavsteds wotht vy naviket &y d@m’mdmy‘hwr tfrer example, the method
A QX%Rr apy | S%Ar&éééseuﬁé?%d@d“ Op- dpdr %mﬂfé%qwl No. 1992-

group i n an ano % or greater Include
54?55Lbr NpPGB19-2134d - " HPC- SSL" ( Ni ppon Soda Co.
Ltd.), and "Klucel EF" (Hercules) . (c-1) Low
Substituted Hydroxypropyl cellul ose The | ow substituted
hwdﬁ@wypxymmdpyﬂdeﬂluéesés ceIIquse containing a

ydr o roup i,.n_an t
9@§y?§P8g8€|y I n aﬁ“%ﬁ%uﬁ aboqﬁuiggg ﬁééf)égitalnlng @
Hljhﬁfo&y&r pyeppar rohe th asaet amomft tdfe dbawts bifs twitt. Gt et greater,

D oxpr opyl cel Lul ose aporox) ey J@nges. ORI o) s

a compound having a repeating unit represented by the following

General Formula (2).

H OR' CH,0R®
— H H
OR® H H \
0 1
CH,OR® H OR

wherein R!, R? and R® each represents a hydrogen atom or a
group:
T
—CH;=CH—QO~— H

m
(m is an integer not less than 1).

The hydroxypropylcellulose containing a hydroxypropoxyl
group in an amount of 50 wt.% or greater can be any compound
represented by the foregoing Formula (2). However, in the case of

2% aqueous solution, the viscosity of the aqueous solution is
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Further, the 90% cunul ati ve particle dianmeter of the

| ow substituted hydroxypropylcellulose is generally
w@e@ansh2100 to 200um and preferably ranges frpea/IBR00%/@1686

200mm . The average particle dianmeter and 90%

cunul ative particle dianeter-fiakling within the

foregoi ng range secure the disintegration properties

e felebspl 2 dprepasat and.mokke peetitesbl pf3 ttee 6bpw at 20°C.

substi fute X ul ose an be neasured b

St i sBudt Ry Ry Skt PiSialpital o ok propoxy)
goapplie a[-}urérhtﬁl rntdtdsr_e mr@tc% eodi gt:éabentl asednfiot hehe present
average particle dianet of t bstituted
W&P&i%ﬁ% bel PEPOLe M@d% B BPYNody ng may be
délebfled lf26Ar clinnéfardlilgn i\bé[lG._aMEet ipFogustZe Examples of the
distribution analyzer. The resulti n% val ue i.s used

maTkgtefle TUMOCkTHI % vENPatyICsVRF SRRt el LlutRge| o%’ntamlng a
1@@%& tw:&po)tmd XViBr eRYAS eddirase tpeef ft abl yr h%aer include

wat er - sol | e content in terns of securltcyfor
o

Pﬁ’@ élll 5i ni@@r‘ﬂ'l on 3opetR§SSHie WHRRCONS of O e COontldit- ), and
.Jﬁggggfgfabw £rRaut) 3% or | ess. The | ow substituted

roxypropyl cel Iulose used for the present invention
can be produced by a publicly known nmethod, or may be

@ucts

s ow substitut ed
hydr oﬁ}hpr Obw cesub@ItQSeted]c IlwdeowpmpylcelLlHlQ&e igndcellulose

"LH—B Y _(Shi d

nﬁcatlpf‘n edI}FX/d:r gggégﬁ?@elq%ugsghng%} %%Jlgl}gteg)%w']azoﬁhgws to 16
wat. Ber pde Serdlelyr dhi By agwntts ofi aboﬁarl(astd N8 wtf¥gcts of
e DRSS! et Sreanol, LR ed | Byl f @St cuea

pl ur al e used
Hy@&ohyﬁfépylﬁéﬂlwﬂoeélLﬁppﬂbx1m5helyerraﬂdhs (€xdmyp 13w to 70um,

S dPErh oo A5 AHeRt P but also as other )

Further, the 90% cumulative particle diameter of the Ilow

substituted hydroxypropylcellulose is generally around 100 to
200pum, and preferably ranges from 150 to 200um.

The average particle diameter and 90% cumulative particle
diameter falling within the foregoing range secure the
disintegration properties of the solid preparation.

The content of the low substituted hydroxypropylcellulose
can be measured by a method according to Japanese Pharmacopoeia,
for example.

Further, the particle distribution and the average particle
diameter of the low substituted hydroxypropylcellulose may be
measured by a dry method using a laser diffraction type particle
size distribution analyzer. The resulting value is used to find
the 90% cumulative particle diameter.

The low substituted hydroxypropylcellulose preferably has a
small water-soluble content in terms of security for the
disintegration property. The water soluble content is preferably

about 3% or less.
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ki nds of agents, such as binders, diluents, or other
additives. The (c-1) | ow substituted

whyasose2pr opyl cel | ul ose i s preferabl e because PECT/IFR008/061686

conpatible with the drug and al so easy to handle. The

content of the (a) benzoazeping-conpound in Solid
Preparation Ais not particularly limted, and may

range Thiedelyw Ehbstbtitssd hgdg@mqnajgy}cabﬂ)ulo:@e Otsed for the

%, referab bout 05.to 65 w. %

RRRSFBEaBPYPRHGTT L oo BEGOHESS; g RUbT Ay dpRomethod, or
nidy) bayafpé&w@mﬂomebbmh@s@ £IdiRt aivaii bgore Iptdidoxys. Examples of
pr opox rou anmpunt of 50 W . %.0 reater
enatiey b GRETGABY [OF 201 DS et EF By Shgekony Leel lulose
fr1kde timesavancrgaptcubasl y'iprsier ashynabosii Ghémieal Co.,
1 tinmes the (a) benzoazepi ne conpound in weight. The

tent of the (c-1) |ow substituted
hydr oxyr opyloel hgl;oseds i 8atéd R E@f{?@i’é‘ﬁyl/é:élgulose may be
general ly about 1 to 15 w.% preferab about 2 to 13
wie W ishd okbes 9@@%%1&%9%@% RafamyEsTing effects of
GRS SRNIGRAFYLRS LRSI ARAD! fnH S, €IrB | ORis case, plural
propert| es. The (a) benzoazepi ne conpound and the (b)
myxﬂirSoxy@f opyiiséntegvateinont agenty amAydr d§ pbepexylwith — the

%QP’JPS &nlca&qtm agf 50 wt. % or greater are contained

eparation A in the formof an anorphous

conpoéTumha:herthbng(rcedl ety |subsddittted hydrogypropylcellulose
af or enen |,on Conponent.s. . a‘gg c d
Pr epe alrrgz:tlﬁon %q%xf %geapﬁ%éﬁ? L?E@émq r(ty i%urFt a%éé as other
laitrkier of eggidrairs,i rgecbdiesnd sndears,phlait necest iccalotselri @dditives.

gggg?gﬁ{'oné%ﬁéﬁgg}és Fég$§ %&]tég nd? é%?] H agk#ééfi&ﬁose is

px%ﬁé&ébléebsub&kanﬂeslsO@ompﬂﬁmmmesW1fhethendengsanﬁ also easy
hglse ngredients fall within a range not to inpair
a&ﬁ#‘écts of the present invention. Solid

Preparmd oBoftdry bE acHeor mapf memdarepgfi@ndompound in Solid

Preparation A is not particularly limited, and may range widely.

The content is generally about 0.01 to 95 wt.%, preferably about
0.05 to 65 wt.%, and more'preferably about 0.1 to 50 wt.3%

The content of the (b) hydroxypropylcellulose containing a
hydroxy propoxyl group in an amount of 50 wt.% or greater is
generally about 0.01 to 2 times, preferably about 0.1 to 1.5
times, and particularly preferably about 0.2 to 1 times the (a)
benzoazepine compound in weight.

The content of the (c-1) low substituted
hydroxypropylcellulose in Solid Preparation A is generally about
1 to 15 wt.%, preferably about 2 to 13 wt.%, and more preferably
about 3 to 12 wt.%. This content range ensures desirable
disintegration properties.

The (a) benzoazepine compound and the (b)
hydroxypropylcellulose containing a hydroxy propoxyl group in an
amount of 50 wt.% or greater are contained in Solid Preparation A

in the form of an amorphous composite.
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tablet, pill, capsule etc. Anong these, the present

invention prefers the formof a powder, granule,
w@apsuses] or tablet in view of the benefits OPCEIR008/061686

dosages. The tablet formis particularly preferable.

Production nmethod for Solid Preparation A A production

met hod for Solid Preparation A of the present

i nvention conprises the following Steps 1, 2 and 3

ep . _produyci ng an anor phous conposite from
%&Mﬂ}&r = oxy-|-[2-methyl -4- (2-nmethyl

benzoyinaridaa) ibanzeylthe- 2foBemdnt foned Components (a), (b) and

t et rahydro-| H benzoaze e or a salt ther

(BhsoSPainEeOREOH, A Sadth dP Bt opy VBB AR oBgY contain

d%%@&a&@bﬁgaﬂ hﬁgféﬁﬁédﬁ%oﬁﬁkykﬂﬁ&ﬁ@@ehﬁléﬁﬂ.&ﬂﬂbmﬂ pfepa@ations,
% or greater; Step . mxing, the ann&g?ous

Sé@ll?’p@o‘?t ljﬁﬁ%&ﬁzedﬂrﬁl@ﬁs@p PE e GF Ssupsstgameicégn  enhancers,

ﬂﬁﬂ%&@éﬁ@£0p¥bfé%idﬂ(%§%nt%ndc§E§€c§1vepé&ﬁéﬁﬁﬂc@g t B perfumes.
m xture obtained in nto a solid preparation.

Tme eteakisnP et Aese sﬂaﬁeellentg efp Bl aNdtistiepag range not to
SR rlrphePrfedts BrPEREES S RhOEHEIAY. an anor phous
nposite froma benzoazepi ne conpound, and

hydrok&ﬁﬂdpy?tﬁﬁﬂﬂ@ﬁé@@ donihay nibgg a H¥@Fbx¥fppéﬁ@§94 granule,

+2qUR | glff 0L S0 Wt . % or greater. The
anor phous™ conp S|te can be produced in many ways,
|ncIu@mwggth@eSeLI@hen@resemtA@béﬁat%gnxPRQiaﬁﬂnﬁhﬁuform of a
Xypro IIuI e o]
sl BRI PRSI Spsamigh RS A IVAEoKRe penerics of
aﬁsssdbs&ge$r1 &heotqb&&t:ﬁ@mmveatpaznmtuﬂazlgrgaﬁierable

solvent is then distilled off by a known nethod to

obtain a solid conposite (e.g., a powder) of the

RIROEhOYs mothuab ifoe. sblideEEpawatmhmuB conposite can

al so he produced usli kneadi
Fechnd) SFACEEToR BRI 106 R 40t BECRET G By (e e present
1}:hzle$1tﬂsh heshp Mit¥esh tHeeso Iwige sa8psr Yard angioBvent ,

as

Step 1: producing an amorphous composite from 7-chloro-5-
hydroxy-1-[2-methyl-4-(2-methyl benzoylamino) benzoyl]-2,3,4,5-
tetrahydro-1H-benzoazepine and/or a salt thereof(benzoazepine
compound), and hydroxypropylcellulose containing a hydroxy
propoxyl group in an amount of 50 wt.% or greater;

Step 2: mixing the amorphous composite produced in Step 1
with low substituted hydroxypropylcellulose; and

Step 3: processing the mixture obtained in Step 2 into a
solid preparation.

The following details Step 1, Step 2 and Step 3.

Step 1

Step 1 is a process for producing an amorphous composite
from a benzoazepine compound, and hydroxypropylcellulose
containing a hydroxy propoxyl group in an amount of 50 wt.% or
greater. The amorphous composite can be produced in many ways,
including the following.

i) A benzoazepine compound and a hydroxypropylcellulose
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advant ages such as | ow environnmental pollution risk
and hi gh production efficiency. iii) The anorphous

W@ wposi2te can al so be produced using an ul t r aBORNIR2008/061686
tabl et produci ng nachine (rotary tabl et machine,
conpressi on nol di ng machi ne, —-egc.) . Wen using an
organic solvent in Step 1 , any conventionally-known
@rganningohyv eytirbkat peapody ssgtop tire an amount of 50 wt.% or

hydr oxypr o ylcellulose gontai ni ng .benzgaze |ne and
Cﬂ{ﬁﬂtﬁ{ % ]@I p T n3&n %%%HI‘F qé’@ the organic

S 1eRIner 1§aﬁh&$ Arsad 1 16¥aspt esy of ndaﬁmomganw ’6@|dl:ﬁj’at1n a solid
i ncl ude | ower al cohol s such as net hano et hanql or

GARRSSH&N 6 1 I keetPoRBYASHE P g FEGRE! O%W}PO@&EW

keton%J.h@hﬁﬁ%ﬁ@l5%Bu§akgﬁ@ogygélQ@ﬁ SUsH BS produced using a
di chl or onet hane chl orget hane, chloroform or carbon

hestraehtoringadiBad tAcEQ1e8Y vefPs X aTRiSe. SOy & two-screw

%ggynd 2. MpRd RetNEA! Wfidrowsksah&OhRle @Rdorganic solvent, has
al'ogenation carbon hydride are particul arl y

asiveingrgbbe sueht exsrs 1oW seeﬂwonmﬁytabn POLLphEedN rigke and high
%?dé%qoﬁoéff¥gléﬁggdlchloronethane and net hanol

/or ethan articularly preferable. Wen using
a ni xedigolThei emovpheus owmpositehohn aabsa bralpsveedonsing an

uC_I.Q: %%I’C])H%gr I 9 lett!]e r%\ﬁﬁéllqégcqné)éh %d t Qgtgf’%f gt%%%ltétonmachlne,

carb dri ar e Tioxe ratio
cgmp]:etseldzngﬁbldm:gnmashn@e,a aticeed soI ution of nethanol
and/or et hanol . and dlchloronethan the negggno

and/or1§¥han3?rgﬁd e dfeh rgfbnegﬁane ar e n1xeét%ﬁ 211’ any
oiveht 16a41 Dy-adncaouiorg8nict osdleht prigfaer alday 1@ti%olve the
% of . wat er be added to, the

t o, 40: 60.
AR EEBY LA ULoSRon C0Rr FD oPBRRPR SRt ont T & hydroxy
AP xY1, girb8pOifgaahc agelivenbfcan he.di ski lglredt@ffch)ly be used.

Sitiaboral Lo TeLiod, spraydlvng Ieied L Ubeet, cuon oo
et Hanef er abhgholThe skapeopinéle i@MHBBOLECKE AP asddtdnef, methyl
é!ﬁ;lpr63£gygne’ halogenation carbon hydrides such as
dichloromethane, dichloroethane, chloroform, or carbon
tetrachloride; and mixed solvents of those. Among them, a mixed
solvent of lower alcohol and halogenation carbon hydride are
particularly preferable in terms of solubility, distillation, etc.
A mixed solvent of dichloromethane, and methanol and/or ethanol
is particularly preferable.

When using a mixed solution of a lower alcohol and a
halogenation carbonhydride, the lower aicohol and the
halogenation carbon hydride are mixed at a weight ratio of about
99:1 to 1:99. When using a mixed solution‘of methanol and/or
ethanol and dichloromethane, the methanol and/or ethanol and the
dichloromethane are mixed at a weight ratio of about 99:1 to 1:99,
preferably 10:90 to 40:60. 0.01 to 5 wt.% of water may be added
to the organic solvent.

When using an organic solvent in Step 1, the organic

solvent can be distilled off by an evaporation method, spray
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invention is not particularly limted. The anorphous
conposite may be in the formof a powder, or a round
woeroosgsie solid of a certain size. Step 2 St epCRIR20084061686
process for m xing the anorphous conposite produced
from Conponent (a) and Conporest (b) in Step 1 with
(c- 1) low substituted hydroxypropyl cellul ose. The
daydingg meehbdd fiuiitzepatedcargihy hethedkdor Fdre like. A spray
xanmpl e i ffusiqn_bl ender (a container rotatin :
‘ﬁ?ﬁ@? Wégg%gﬁV%éFﬁgﬁrﬁ$§%r (a machine stirring tyge) ,
a kgead%r, shfpai réf O\r/]tlrieypemﬁir:]p(}%u@r ddnpokiike caf bfhe present
used, After mxing the anp us, copposj.te wth .
TRB5HERL LPc D PO T GBLT BNt LRS- addi, SUGRHTRYSa Composite
b heCamt eV eSraobE af berdsr, | el Adidithd Wipregsirenseiid of a
i npedinents in the followng Step 3 of processing the
S3itednpPefaration into tablets. Exanples of |ubricants
d gde powdered gum arabi c, carnauba wax, carnell ose
rum carnell ose sodium hydrated silicon dioxide, .
dri ed SHeBni AudShyidr BReRSSgefor giyrend| thet morphongt Cpmposite

ﬁ%dglceﬁag%ﬁ:c?éﬁlﬁérlén%at(%’) LhghEoRBEYEHOUS)Siili &cep 1 with (c-

acid, crystalline cellulose, hydrogenated oil,

9y rltchvets U s&L G- ad nhsdroamrepyhaghbsl @ff -oxiThe, Migdéag method is
ar \hi e hea n SLl 4Gl i.d,

e e M BE1 DO T HEKea NOOMUANBNEROLD, Ob  SREFuBEL blender (2

ritd inak unbhaii sl eayree, acaovaat seranbiey, (Folmaphine4q@tirring

stearate si_um t cet I thls

Sl cr oo e e ERNT epcC R R00 o SHile L e used.

corn gtfaechmikangoske summiees kamgofate withat@omponent (c-1),
t.ar ch,

S fumaric._aci odj st ea funmarate
oyathy T akaot 1659°F- MR, Br ROF LHET 60751 JIBF, SEfects,
iplysiohfatapBhesdtrer agol imRaimeats ognl t680 folrhowirgpl Step 3 of
1500, r,racr%?ol Oﬁgoo, nmacr ogol 6%80, %/ejel ow beeswax,
RReGRasHim Bufi g e PASPFT 2 A8, THEPhFTRET1 ose,

gl ycemyampnaest ed@r alebrieand sindlaie sqdiwdkredal gumm arabic,
sul fate, and magnesjum sul f ate. ,

carnauba wax, carmellose calcium, carmellose sodium, hydrated
silicon dioxide, dried aluminum hydroxide gel, grycerol esters of
fatty acid, magnesium silicate, 1light anhydrous silicic acid,
crystalline cellulose, hydrogenated oil, synthetic aluminum
silicate, magnesium oxide, wheat starch, white beeswax, heavy
anhydrous silicic acid, sucrose esters of fatty acid, stearyl
alcohol, stearic acid, aluminum stearate, <calcium stearate,
polyoxyl 40 stearate, magnesium stearate, cetanol, gelatin, talc,
magnesium carbonate, precipitated calcium carbonate, corn starch,
lactose, sucrose, hard fat, potato starch, fumaric acid, sodium
stearyl fumarate, polyoxyethylene (160), polyoxypropylene (30)
glycol, polysorbate 80, macrogol 400, macrogol 600, macrogol 1500,
macrogol 4000, macrogol 6000, yellow Dbeeswax, magnesium
aluminometasilicate, methylcellulose, glyceryl monostearate,
lauryl sulfate sodium, calcium sulfate, and magnesium sulfate.

The production method of the present invention preferably

comprises, between Step 1 and Step 2, Step 1’ of processing the
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The production nethod of the present invention

preferably conprises, between Step 1 and Step 2 , Step
w@20080562pT ocessi ng t heanor phous conposi te i nt oPQT/ArRNSHE 1686

using a granul ati on nethod, or, between Step 2 and

Step 3, Step 2 ' of processing-the m xture resulting

fromStep 2 into granules using a granul ation-nethod.

dmbr@heugremmpdﬁﬂuan1&Ebhgdammﬂé§eQSiﬁgoa gpnaBi | iZn method, or,

r ef er abl di|
REBRE BEfer TAbGSFER: He QUSRI S [ Oh REPHBE T b mixture
ﬂes@&lﬂ@ﬁ@l ﬁrcﬁtclgiepﬁm iese @Mﬂiﬂeﬁoudﬁrﬁg aﬁ@ﬁ@ln&latlon method.

powder ed acaci a, j nic glna , e s
pregellé‘tltﬂ?iezé!aag%?%no WF&&\%P“ gttﬁQI el Phl 68eStep 27, it is
drelr-apee afl wdenyl dacedat exreppobyneEx. erythritol,

sodi um chl ori de, kaolin, casein, sodlun1case|nate

fruct 638mPeedi @h cebo) HethyMsetarieh, ther AEPRBLation method

1%1@1@@' PSEsPAMEI UM fR! MRATRSR SAFuMpdiehat @dacia, powdered
I'i con di oxi de, anDrphous silicon OXIde hydr at e,

&ﬂﬁﬂiarpo@kﬁaﬂéé aafrd, xgPALeR, adioippEeaciPdedglybimized starch,
Hosgere! eshetSe okt Y &(Hy(iengr %%acah'ﬁ%hl %%%t%@g' Whbolymer,

CI‘OSpOVI done, magnesi um alum nosilicate, "cal ci um
egiyithcatel, rragdesm uehsprideu ekaplgth.t §ﬁﬁ§mou§0§wmcﬁésematel

ﬁ%'c(Eb ry%%a&gfnn%a‘iﬁg(%?o ena ysgcl%lﬁjchimneca(}ﬂel?ﬂbgﬁe %%Qmellose

carmer bse SO eat starc
qdicass), uraarel ke sedxumnnb&ﬂﬂaﬂa& sidlilcghosk oxddeat @morphous

t.hal at e ta m o u id
PI5EBn b8 Lqs AT, Ve SRASEATLAK SEyiitql, citric acid,
<ﬁ.(§/idine$ugrlpser@‘ste$’6erﬁ éat tytaei sciapgresiagarmellose sodium,
drOX|%e al um ni um hydr oxi.de.co- eC| |tate

598¥F M Frydr BRPBESH eaF&PméPB% CalSyear FolGayly, Siticate
neidthecali@ | wm&tfaaé At e,ighel y@myydmiuear@iﬁczh@; safesianystalline
stearate, purification ge purified shell .
ﬁﬁ%lPﬂPéﬂ'ure§¥y§¥&gﬁ6§§ sEéi##lﬁ? Ssesflifol eatgieltose  sodium,
HiRlrdgehat&@t astigar WhealcoRehrcagl apbtasdhsor bide(tbte, calcium
tribasic caIC|un1phosphate soybean hydrogenated oi |

acefBEan CELIEHPTE eeftataniiiaiAtear HoraPeme SFdAGm Mmagnesium
$AHRONA &ydTRAREsHL Calhopatshnyd@wusubsitiiiiddktedasdli Ulkrtaric

acalrdboé%croéeh yelstsetr{ilc,r %I% fgg’\évysggfotll tml:'latg%251um hydroxide-aluminium
hydroxide co-precipitate, magnesium hydroxide, stearyl alcohol,
stearic acid, and calcium stearate, polyoxyl stearate 40,
magnesium stearate, purification gelatin, purified shellac,
purified urea, sucrose, sorbitan sesquioleate, cetanol,
cetostearyl alcohol, gelatin, D-sorbitol, tribaéic calcium
phosphate, soybean hydrogenated oil, soybean lecithin, talc,
ammonium carbonate, calcium carbonate, magnesium carbonate, low
substituted sodium carboxy methyl starch, low substituted
hydroxypropylcellulose, dextrin, corn starch, silicon dioxide,
aluminum lactate, calcium lactate, lactose monohydrate, white
shellac, white soft sugar, potato starch, crystallite cellulose,
hydroxypropyl starch, hydroxypropylcellulose, hypromellose 2208,
hypromellose 2906, hypromellose 2910, hypromellose phthalate,

partly pregelatinized starch, pullulan, powdered sucrose,
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hydr oxypr opyl cel | ul ose, dextrin, corn starch, silicon

di oxi de, alum num | actate, calciumlactate, |actose
wormwehydiat e, white shellac, white soft sugar, PEDIRAEB/061686

starch, crystallite cellul ose, hydroxypropyl starch

hydr oxypr opyl cel | ul ose, hypremgkl ose 2208,

hypronel | ose 2906, hypronel |l ose 2910, hypronell ose

gahideakdt ehydardehgtpdegellablsai zethrsthar shrupul ekain, povidone,
wder ed sucr ose wder ed hydrogenat e t ose,.starc
S SR RRe el SRt Bl B R Rty styrene
éﬁﬁﬂdﬁétgl|pﬁg%séﬁbﬁﬂéﬂamﬁlﬁ&tybgﬁb 800 f onategol 1500, macrogol
ol ysor bat e , Cro . 400, crogol 1500, macrogo
b, TG0 6853_0, THAFLFR | MRk Qse TadEGs gononydrate, D=
RRQRYAr abear ONBSPHIE) arSlydi-els S¥E Upic aabydy ctthyeirbusCsilicic
aci d, anhydrous silicic acid hydrate, anhydrous _,

3ciek odwdrahfy dr 8RRYSEHUM SHtPaPe, ANRYHTOUS diphyme sulfate,
&b Pagabat e caMel iRChibiphad,d KRRl icLBcid copolymer

magnesi um al um nonet asi |l i cate, nethylacryl ate

bt haeoprréunci dlwupereiapllieatsy caathveserywia m§phacrylic
38¥@0§£g§?g#§r,gh¥gﬁ i RnesteanalfinSR Rbt&tearate, glycerin

nonost lauryl sulfate sodi um al um num sul faf e, .
mswlositearste £ at eoribitaral imongetearate ci vmwoHohydldgéa sodium,

éﬂgﬁiﬂ tesugkgggic EQ%&iﬁHn P te, ﬁﬂJH§§HE S%@&HH‘ calcium
phosphat e, di basf ¢ pot assi um phosphate, nonobasic
neglotiydnogem spivesmha tan d dsbais e ai Inidmo gbnsphaisphatidasic sodium

I hydrat e. lLes of .the.hind [ e e : .
éﬁ%%ﬁ%?g’angﬁﬁggﬁgl 9?%%%%@?at§ 88g§%§%br hﬁéég?%}%n’calc1um
;amsamatk?/l ametdeadiugl dieydopeny phosfhatan ialdeyk .
nmet ha ate copol yner, .RS, _anyl ctin .t os ru
pomde§$¥ﬁ§g8FaP%p eF@&%EEag%§?B§8dFﬁHVgF&FﬁX?%,g dfa methyl
rﬁt(ﬂ;@.&:r?ﬂ.hgé z eld:@bafymbr detdi)slpeebliuhps e,anfiomdéketl methacrylate

ydrol yzed gel atin, sodi um casej nate, fructos .
%ﬁ?rvﬁﬂyla‘ﬁﬁpﬁﬂﬁyj? E‘EP%%%@Q | CRHIYFEE R o By Lopectin,
rs0diodl eHrhpxydRtby| stactd), sowdedddsesadial, MddasR alginate,
sodi um hydrated siljcon dioxide, agar, hydr qute%

RESJCSAL LROTRREr e SLAGER, g RHYEGRTIGER®r i n) Owggﬁ? ydrolyzed

hydnousssilinki A idats] YStAldidae, cekbhvb8g$, vinyl polymer,
ydrogenated oil, synthetic alumnumsilicate, poly
qarkosyBetpyk r olgtavhge}lulose, sodium carboxymethyl  starch,

carmellose, carmellose sodium, hydrated silicon dioxide, agar,
hydrogenated tallow, powdered agar, guar Gum, glycerin, 1light
anhydrous silicic acid, crystalline cellulose, hydrogenated oil,
synthetic aluminum silicate, poly [ (2-oxo-1pyrrolidinyl)
ethylene], copolyvidone, rice powder, wheat starch, polyvinyl
acetate, cellulose acetate phthalate, white beeswax, sucrose
esters of fatty acid, stearyl alcohol, stearic acid, calcium
stearate, polyoxyl 40 stearate, purified gelatin, purified
shellac, sucrose, sorbitan sesquioleate, cetanol, shellac,
sorbitan esters of fatty acid, D-sorbitol, soybean lecithin,
calcium carbonate, low substituted hydroxypropylcellulose,
dextrin, starch, corn starch, tragacanth, powdered tragacanth,
lactose monohydrate, concentrated glycerin, white shellac, potato

starch, microcrystallite cellulose, hydroxyethylcellulose,
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et hyl ene] , copol yvidone, rice powder, wheat starch,
pol yvi nyl acetate, cellul ose acetate phthalate, white

whe®sasel7 sucrose esters of fatty acid, stearyPCT/JP2008/061686

al cohol, stearic acid, calciumstearate, polyoxyl 40
stearate, purified gelatin, puaoified shellac, sucrose,
sorbitan sesqui ol eate, cetanol, shellac, sorbitan

Bairexyethy Indthylaeldul &sspor bydodxyrsopbtaal lwlkhddhi hypromellose
é%ﬂ(ﬂ um carbonat e, . | ow subst

i d
§roxy pr opyPEERFH 3%, dext%$¢gﬁstarcﬁp¢§5Wﬁl%9§?ch, 2910,

HyBexephbpyliaMiaced1 bl agacanriceratact acagcinaesydr alygromellose
concentrated gl ycerin, white shellac, potato starch
gﬁpﬁg}e;§5tg}@%iquagppgpgge?nd vinyl acetate copolymer, glucose,

gurdnox yatdue aeb h il @seshyseioxyat iylret 6y | eahbhrl ©Sacid, fumaric
hydr oxypr opyl cel | ul ose, hypronel | ose 2208, . ,
q@aﬁ(ﬁﬁg ﬁ6§ér290@?l%y$WQHE94XY%§Yé9fG?tal diethylamino acetate,

JHEH(HQH¥BQ9¥£8§%PY|mé%ﬂ§ﬂHeQ§§l@§§ta?@l@PCQ§J¥ﬂdian, propylene

hyprorel | oSe pht hal at e, V|nylpﬁrrolldone and vin

Hosodt e ERSHLPREr PoylideBse, PRAYPYY pr 6§BY HE1M| zééGO) polyoxy
m r u i (g f rd hdia ;

G S R e

adeioat egetaite hy dndky privysinoyeedy| pelywinyde adgenol, partially

| ene _gl , it ' ol
AR AV SLUEL, Selln g IoNHBpEec o iitbor 400
mEairygoi bdte080mapobyel n§D0Gc enadratjodt MHAOOanirmannitol, starch
acetate, .fully hydrolyz ol yvinyl. al I ar.tiagll :
Tjavel yeROBobuTgT ARy bak i E el dre echacryiic
dHeY 0goboi@tkr mady,0gaketh&8bylimcraagaol 46001 ymacr gjol magnesium
00Q, D-pannitol, starch,syrup el | ow. beeswax
ReRGHagt '%§eCopoP§HéP¥L ,m?£53§%§P9F§%’aci%ﬁthylcellUlose’

g:llqmlrymemrb,&tldmtalnacrahdi clagiyd eapsiyeresodSum.magnesi um
al um nonet asi |l i cate, sodium net aphosphat . .
et hyiTe G UPESRIC G SRPHOoAGS P 60 SHA PEGASAE invention,
B e rn@fy Ustep M 1 h@fwxoot;ttéfd an ret kedpaccondisg teep 2, it
the present invention, by per ornin% Step 1 ! after )
iy pseiblertaigprove sPeeFoREY JNITPETY Y ok FHIREOEEt (@) 1n
AP QWR ikhepeopl et dHa f @ikt Y ceht&omonentidwd) dridpbReion of
solid preparations that contains a_l ow proportion of ,
GomeoReht (@h) Furtherer £111ing @y sg1461 PEeRRfdrR i1Gko dies of
ﬂéﬂf%tQEﬁé fbchine is improved because the solid preparation is
densified in a granulation process. The granulation method in
Step 1’ or 2' is not particularly limited, and any granulation
method may be used according to, for example, the target dosage
forms. Examples of the granulation methods include dry
granulation methods and wet granulation methods (e.g., a
fluidized-bed granulation method, a kneading granulation method,
etc.).
Step 3

Step 3 is a step for processing the mixture obtained in
Step 2 into a solid preparation.

The method for processing the mixture into a solid

preparation depends on the target dosage forms. For example, when

the target dosage form of a solid preparation is tablets, the
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tabletting machine is inproved because the solid

preparation is densified in a granul ation process. The
w@e@snsati on nethod in Step 1 ' or 2 ' is not PCT/JP2008/061686

particularly limted, and any granul ati on net hod may

be used according to, for exapplke, the target dosage

fornms. Exanples of the granul ati on nethods include dry

ngisantkeaing g nbaetdmsie sard wieth ga amablattdmgmesbbilise ( e Examples of

fl ui di zed- bed anul at.i 0 t hod kneadi n
ieankPal o ot AOERORE 0 107 & o gty FaRlS TG TpRppd, @ wet
Haplept 06§ SHét1bd, hand xhuertebisl Natricabiep Pabhretriag method,
solid preparation. The nethod for processing the
§Hture into a solid preparati on depends on the target

dosagerfrenee, Eae exai®l grepdiest ithe nagr grt fdasegeated nto mask
of a solid_preparation is tablets, them xture na

._be .
tdemsiegsaglareR Btk ity lﬁ%m\fﬁe.th_ex&hﬁlt%t%?yl%w- Solid
Brallehti 6y Aehhpdse | Asdiede wdey habkstéing fEIDRE: 2@ sustained-
wet tabletting nethod, and an external |ubrication | ,
nedispeet ifidmnetichoBodihx . a Fdrugerelengesdn dippr egpitaiaiofestinal

tbe filmcoated to mask the drug related taste, or
to I nprove the photostability. Solid Preparation A may
be coated with an enteric filmor a sustainedrel ease
Il i.fy a-drug release in the gastrointestinal
i b?e ¢ 5 aration B Solid Preparation B of the
pr eserfoliidy Bnéparattiont 8i n§: tha)prasehtoinveatialy eepthins:
[ 2-nethyl-4:. (2 -nethyl gg_z | am, ng) ,benz -2,3,4,
5-tet r‘ﬁﬁid%}{)ﬁ? bée.nrif1 gég)e( i gep%r%rp&ﬁallsg?t%#ﬁ&leof ;
Hdn)z oy ey yserpydyd é HP B 06,65 -tettrahpdng- H+tethzorygepine and/or a
r-Qp I oup in an amount of 50 wt.% or greater; and
5(%&-%2)?'%:5?%1 | ose.
(b) hydroxypropylcellulose containing a hydroxy propoxyl

group in an amount of 50 wt.% or greater; and
(c-2) Carmellose.

The following details each of Components (a), (b) and (c-2).

(a) Benzoazepine Compound

Solid Preparation B uses the same benzoazepine compound as

Solid Preparation A.

(b) Hydroxypropylcellulose

The hydroxypropylcellulose used for Solid Preparation B is
the same hydroxypropylcellulose containing a hydroxy propoxyl
group in an amount of 50 wt.% or greater used for Solid

Preparation A.

(c=2) Carmellose

Carmellose can be produced with one of the publicly known
methods. Additionally, commercial items such as the "NS-300",
produced by Nichirin Chemical Co., are readily available.

Solid Preparation B may contain other disintegrating agents
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The foll ow ng details each of Conponents (a), (b) and

(c-2). (a) Benzoazepi ne Conpound Solid Preparation B
w@e@s/15d2¢7 sanme benzoazepi ne conpound as Sol i d PCT/JP2008/061686

Preparation A . (b) Hydroxypropyl cellul ose The

hydr oxypr opyl cel | ul ose used ton-Solid Preparation B is

t he sanme hydroxypropyl cel l ul ose contai ning a hydroxy

?Ugﬁﬁ%é%lg@tﬁuphén(aHZHnﬁufmeIﬂoéﬁ)wMtH%nOB gaegtenoused impair

or Solid Preparation A .. (c-2), Carnell ose Carnellgse .

Gt bt oltic BeaPFRSSHe TIerRioFanl TB1 S ahope, Pluzal kinds

sreldieds et tiprakhys & Gisad.i tens such as the

"NS- 300", produced by_.Ni chjrin Chem cal Co., are_, . ,

r eadi I§*€av -|2éb|Cé.rmS¥iL%e Pt pated i AT Py 3o afPintegrating

K, dhei piKIrR! angiAgen! S epatbat, Wi e Ged2iive.

carnellose wwthin a range not to inpair the effect of ,

the prigeontapEnefofhe] {a) hPenzaazErifey CamPRMAEs 18f the solid

A5 NEeILAT BNY AGRIM oY D@ a¥$Ed1 id€ed Cakd can vary widely,

carnmell ose I1s used not only as a disintegrating a en?,

it I8 gsngsadlyi aerrt & i itee®S, WEr %ot REPLRIRALY whout 0.05 to

. ant i dinth
Necent ent ofrd %%Ege}abgfzgggteg%ur@ar y.ooun in the

solid fornulatio 's n I'i m ted and
can vdihe wirdebytidnutof $hgerib) ahygresymmorgloglivl®s containing

% _nr r.abl, 0. 5 % . an
L R G L T AR L S
thiyrersox ypredpyboky | Gl bseocdnbaichmag, aand epart EO1harlyy preferably
ydr ox ropoxyl group is generally 0.0l to 2 ti ,
(BF%FQribFVn .?Xquf?SB??ﬁ% P Sé? ?%%?afly e

pref ermfal yodt@dnt oofl therescihe daajnebtozeateptsieid Preparation B
conmpound.. _The, contept of _t he -2 arpel |l o in Solid
Jﬁrg%%i?%ﬁ%l&ﬁ( iEogiHeF” I Py ?r%%ei%b%f. % P :]f%er‘gf)ﬁ/ gind more
grefbFaply%aoard mor evthref emabl yoh@eh® 12 whif rdhge ensures a
content 1n this range ensures a desirable

WETARPLGr S TP GperRyProperty.

In Solid Preparation B, each of the (a) benzoazepine
compound and the (b) hydroxypropylcellulose containing a hydroxy
propoxyl group in an amount of 50 wt.% or greater is a form of

amorphous composite.

Other Ingredient

As with Solid Preparation A, Solid Preparation B may
contain other ingredients for wuse in pharmaceutical solid
preparations, in addition to the Components (a), (b) and (c-2).
Examples of the ingredients include diluents, binders, pH
adjusters, absorption enhancers, lubricants, colorant .flavoring
agents, or perfumes.

The contents of these additional ingredients fall within
the range not to impair the effect of the present invention.

As with Solid Preparation A, Solid Preparation B containing
(a) benzoazepine compound, the (b) hydroxypropylcellulose
containing a hydroxy propoxyl group in an amount of 50 wt.% or

greater, and the (c-2) carmellose may be a form of powder,
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In Solid Preparation B, each of the (a) benzoazepine
conpound and the (b) hydroxypropylcellulose cont ai ni ng
wa2dvgdsaxy propoxyl group in an anmpunt of 50 WeCPARR008/061686
greater is a form of anorphous conposite. O her

Ingredient As with Solid Prepapation A, Solid

Preparation B may contain other ingredients for use in
drraniagewabdak, sqild, pr@zpacapisuls [ mn@dlcji tﬁhﬁset,o the present

SPHREAr B 5 PGS UHRS aFPEBNPL. PoiRAICES, (eHi e gFoules, and

t&b&@tp&hom@@h@ﬁwﬁ@ ;i:rui@falraaﬁ]bﬁ aﬁ@l@wmt mea\tabneg form is
ents, oy perfunes, The contents of these additional

B ﬂjFEH%%{% HE5eT@PL i n t he range not to inpair the

effect of the present invention. As with Solid

Preparation A, Solid Preparation B containing (a)
BroRishiem Rethoshg8tin8ol Ah PTERRTALLPRME pr opy| cel | ul ose

cont aisph RE Br&YLFR6nPBORYXYEeH 4P inNtAB §@Eé“ﬁadﬁ%r59s Solid
Wt . % or greater, and the (c-2)_ carnellose my

be
Breparatigowerexpaniultéatt spFeelleng |is d%seéiaﬁéléfcéad of the low
sﬁ%eegt&@@é%y&ﬂa% !esafmeurm%@@ on prefers the form of

a powder, granul e, capsules, and tablet in view of
easy preparation and dose. The tablet formis

ALY g4 L% iRyekerabl e. Production nethod for solid
ﬁrepﬁa%—%ﬂéﬁé;gck d Preparation B is prepared in the

sanme Sedndr Paspﬁcaul@nPEepér%he mreAentem‘emtJtdmatcomprlse&
carmel l ose is used in _

hydr ox(y ropyl cel | ul 0327t %%i ?I Il}?yedprg)\léM ikdk%hﬁﬁd 2-methyl
Henepgl ahior) denxioyl he2 p3 ,efs,eirﬂteltmahjndr@fﬂmlzpa gspirfea)and/or a

ro-5: hydroxy-I- [2-nethyl-4- (2-nethyl
sﬁé%z%@?’é?ﬁ THo) benzoyl] -2, 3, 4,
5-t et r(dhy diyairiddybebppbeelliviesandéaitaandabt & hey@odzy propoxyl

%Pziﬁoi@fé’r?yﬂ RRY 8 LY28 QANGRLOLDS, Ay droxy

(c—-3)sodium carboxy methyl starch.

The following details each of Components (a), (b) and (c-3).

(a) Benzoazepine Compound

Solid Preparation C uses the same benzoazepine compound as

Solid Preparation A.

(b) Hydroxypropylcellulose

The hydroxypropylcellulose used for Solid Preparation C is
the same as the hydroxypropylcellulose containing a hydroxy
propoxyl group in an amount of 50 wt.% or greater used for Solid

Preparation A.

(c-3)Sodium carboxy methyl starch

Sodium carboxy methyl starch can be obtained easily from
commercial items, for example, "GLYCOLYS LV" (Roquette), and
"Primojel" (DMV). Partly pregelatinized starch may also be used

as Component (c-3).
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group in an anmount of 50 wt.% or greater; and (c-3)
sodi um car boxy nethyl starch. The followi ng details

weamk/121Conponents (a) , (b) and (c-3) . (a) PCT/JP2008/061686

Benzoazepi ne Conpound Solid Preparation C uses the

same benzoazepi ne conpound as23elid Preparation A .

(b) Hydroxypropyl cel l ul ose The hydroxypropyl cel | ul ose

used fTire Sphitdl Pr ppegealtdtdmiCeds stechanmrasbéhebtained easily

dr oxypropyl cel |l ul ose containjng, dr,Qx r Xy .
g%ﬁ%ﬁeﬁﬁyi U Sst %gﬁ WEEp er’(‘:’gf,Pe ter(gﬁégg ?%ér)e“y Chemicals),
'Szﬂaixd:rr]ngegav atCi:cQI’a)é:Aon) ( Coﬁ)'l'ﬁmﬂmm car brxyuattehy|
starc odi um car boxy, net hyl starch_c be obt ai ne
casi | Y GHECBHAEPET SIoTq HETSFar BfanpF eso Y CAApe™y methyl
8 rdhRagyetrbe) exa@drk,’ Ridtmjcle’ thBWV) 05ufarpreferably not more
pregel atini zed starch_may al sQ be ed as_ Conponent
thasB0nmy cand qLe Brederabtnisry tsedr th ‘be
obt ai nagk eagirhyefl paFt COTETRY Gt elrt @B £hEOpaeXBYPbEegelatinized
"PCS" (Asahi Kaser Chemicals), "Starch 1500"

@AY d6m) Lor opXaMYAT AR ICORoGheRt &P OHMThR  @hRH3Rgy not more
3 190fmdi %tngreoFréhgrm WHRRN Rexyo eyl starch

I's, for exanple, not nore than 105um preferably not
nore tHEth@gmm thend wahes preclidlsl y edhant2o @b 65hen partly

T . : . .
%Jrég;geg.l\é%rlﬁggecﬁ)aéﬁér%he A ﬁ%alg;atﬁ%?ggaﬁa&ymore than 20 wt.$,

atinized starch i , hot nore than
drstemaplyr ebentbhpt nooreotéanhd® 1WOQFm andd Fsrtdier preferably

f I
e Ry An 0P LR P TY  Eaar Al PR a EralaheT &

gener ald ywdalhoiibn natetradr-€ rekapa 20l wprégepnéfini add ystarch or the

out_.not re. than 1 .. % and further..pt [.
BRI E0 sMR it R trusbs R e P on property
whedrerusddn iaddi t $mel, 1 neialntf reee ey tdysipitegebaingi 2gent in the

%%@&fgﬁg%mgggﬁa%ggribggﬁgg?gglﬁéiapgﬁ%f§iﬁ@%@%latinized starch

can therefore be useful for the solid preparation of the present

invention when the content of the disintegrating agent is small.

As the content of the disintegrating agent increases,
metal-containing sodium carboxy methyl starch becomes more
suitable than metal-free partly pregelatinized starch, in terms
of disintegration properties. '

In contrast, in the cellulose disintegrating agent such as
the foregoing (c-1) low substituted hydroxypropylcellulose or (c-
2) carmellose, a metal-free substance is more suitable than a
metal-containing substance, in terms of disintegration properties,
regardless of its content.

Solid Preparation C may contain other disintegrating agents
together with the (c-3) sodium carboxy methyl starch within a
range not to impair the effect of the present invention. 1In this
case, plural kinds of disintegrating agents may be used.

The (c-3) sodium carboxy methyl starch is used not only as
a disintegrating agent, but also as a binder, a diluent, or

another additive.
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when used in a small anount as the disintegrating

agent in the solid preparation. The netal -free partly
w@e@gaesatl ni zed starch can therefore be usef ul PEDIPAIBA61686

solid preparation of the present invention when the

content of the disintegrating2agent is small. As the

content of the disintegrating agent increases,

nmet al -Ttentainteng sdadithen ¢ay bbeyzoetdpinestampoubdcaneshe solid

re_suitable .than netal-free partly.pregelatinized .
SERPLRTIPR Parkis TO1° GriTIEOgREET ob it bper T Cafn vary widely,
blﬁntiﬁa@;enehfalljﬁea}ﬁcﬁlﬂ uj.lcme i gﬁnmg%at pAgfagsyity sboht 0.05 to

s the foregoing (c-1 OW S tituted .
‘%\/&’rtoiyp?%gﬂ%‘@ Iﬂg%?%a%lry (Oc'Ei §2'0) gga‘f’ﬁeﬂ ose, a
net al -fee@rsgbst ahcefi TheDI(B) ShydrdtydridpgNcallulose containing
nmet al - cont ai ni ng substance, in terns of disint e%r ation

dFasti &9, WeeGalyrEeEY oPLPRIX o rA%AHP, i geperally about 0.01

3 epaf Ald 0N drJFRY 600t ghsuother b si M egirdd NhrROPHrE icularly
together with the (C-SR sodi um car boxy nethyl starch
nAetiRirALAY e Wo2 £e {npHias the épt eenzstazepdngr edmrund.

I nventir@n..dfthfi $case @-4halsdeifs @kboxy methyl starch in
di sintegrating agents nmay be used. The (c-3) sodium

SodridoRyeperdylors Carich geserally mstousnOy Saoal> wt.%, preferably
| Si_nt,eqgratisng..agen b I j Il eent., o

AP GG 290 T O B0 A e @ 8 89O, e

deertzosz épi hels orprmen@nisnresedssl fablfeodisiat e@ratB drs properties.

not pagrticularly |inm Y idel ' _
gener Sy UsBhe oroT Y §P6BRGR R ARl ke ¥ HociRas (3.

the @onten®) iandotoperipireflarall yifiitedo Edvamerdy tTkecontent is
roportion of the hydr,oxypr l.cel l ul ose °

EGREREhY ndeSit | Dt o N e KoAF LGP Bt GRS 2078ug0; - and

n@geiee bakFyraboptaddudl 3t 0027 tithEs, Hasetievabtlye altoite Quantity of

o 1l.5 tinmes, and Earti cularly preferably about 0.2 to

& PResdt SRR HERz 0azepi ne conpound. The content of

the (c-3) sodium carboxy nmethyl starch in Solid

Preparation Cis generally about 0.5 to 15 wt. %
t 1 to 10 wt.% and nore preferably

about pl t Qi BhWMsHidThereparation A, Solid Preparation C may
contain other ingredients for wuse in pharmaceutical solid
preparations in addition to the Components (a), (b) and (c-3).
Examples of the ingredients include diluents, binders, pH
adjusters, absorption enhancers, lubricants, colorant flavoring
agents or perfumes.

The contents of these additional ingredients fall within
the range not to impair the effect of the present invention.

As with Solid Preparation A, Solid Preparation C containing
(a) benzoazepine compound, the (b) hydroxypropylcellulose
containing a hydroxy propoxyl group in an amount of 50 wt.% or
greater, and the (c-3) sodium carboxy methyl starch may be in the
form of a powder, granule, tablet, pill, or capsule. Among these,
the present invention prefers powders, granules, capsules, and
tablets, in view of easy preparation and dose. Tablets are

particularly preferable.
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content in this range ensures desirable disintegration
properties. Wien using partly pregelatinized starch as

w@ovposent (c-3) , the content is not parti cul BeT/yP2008/061686

limted; however, the content is generally about 1 to
15 wt.% preferably about 2 t+@530 w.% and nore
preferably about 3 to 7 wt.% based on the whol e
quantity of the solid preparation. Qher Ingredient As

th §O|Id Preparation. A, Solid Prep rati on C nmay
égﬁgﬁ&kﬁ—BﬁHﬂHEE£§§§d38ﬁ¥§4E§§La§5—+ﬂigharnaceut|ca

solid Sﬁh&ﬂaPaépéwétﬂdh addist pospded ey Ehspsaentsarregr as Solid

and npl es_ of the ingredients. include
AR RRAE S8 bR hBF oD D AR SR, Mt aheEr, is used
m&rela@aafsm@@ws@mtuﬁé@wwdmy@gepysc@nLgenrsfelJrres. The
contents of these additional ingredients fall within
the range not to inpair the effect of the present

ddMeNpr8Pardt oMt h Solid Preparation A, Solid
taining (a) benzoazeplne conpound,

Preparation C com
the (BrlAgdrseparesyPeel? upsserdbm altRi nigiea Ry8FBRYy invention
xyk.group in an anount of 50 wt.%or greater, and
g Ec 3) sodi um carboxy methyl starch nay be in the
form ofa)a powder, graniialorabpelydysiyv-1-d2-BapRyl - (2-methyl

Pt ese8l FerROWIEES d
gr anal es, Ecaﬁ%ﬁﬁgﬁﬁ =2 ﬁ tégletsaﬂpﬁPéfggfo gasyﬁ ne and/or
$ﬂ@pahar6@ﬁ,and dose. Tablets are particularly

prefer repar
Sol i d @5 ]i&?(%&&g?%g%ﬁ&%%%d oS4 ihiBERAT BkhOBxy propoxyl
q&ﬁubdlﬁr&@anannmnoﬁ 50ewté@tn1@abased:unutarboxy

met hyl gtgrch S u(gg i nstead of | ow substituted

hydr ox{prop§f RETUHEEE . Solid Preparation D Solid

Pr eparmat ifon 16w aes adatiaig st eatheopr@sgohennged) on(b) and (c-4).
conprises : (a)

7-chl or o- 5- hydr oxy- 1 - [ 2- et hyl - 4- ( 2- et hyl

(a) Benzoazepine Compound

The benzoazepine compound used for Solid Preparation D is
the same as the benzoazepine compound used for Solid Preparation

A.

(b) Hydroxypropylcellulose

The hydroxypropylcellulose used for Solid Preparation D is
the same as the hydroxypropylcellulose containing a hydroxy
propoxyl group in an amount of 50 wt.% or greater used for Solid

Preparation A.

(c—-4) Crospovidon

Crospovidon designates a synthetic cross-linked homopolymer

of N-vinyl-2-pyrrolidinone, not soluble in water.

The content of the (a) benzoazepine compound in Solid
Preparation D is not particularly limited and can vary widely,

but is generally about 0.01 to 95 wt.%, preferably about 0.05 to
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benzoyl am no) benzoyl] -2, 3, 4,

5-tetrahydro-| H benzoazepi ne and/or salt thereof; (b)
whyasose2pr opyl cel | ul ose contai ni ng a hydroxy pPODIPIS/061686

group in an anmount of 50 wt.% or greater; and (c-4)

crospovi done . The foll owm ng-detai |l s each of

Conponents (a), (b) and (c-4). (a) Benzoazepi ne

K&)mmo%mdaﬁdmendsmmiephb@ doripawndOused %f.or Sol i d

Egggaf I%%Pgékgﬁ%%é} g%n?§ tﬁﬁ%Q%%é%%%%ngflﬁﬂﬂP contalnlng

aHly drexetprsopycel Iuyld@sgyTpeoﬂsmemoxgwu;pwxe@dndmseyuabdut 0.01
for Solid Pre esarre t he

5 oy op LB BE A7 ot P o hy B pr e cularly

ﬁﬂéﬂé&abﬂyaﬁb@UEanQ @b 50tﬂMeé%th gé?abéﬁzdéﬁﬁﬁlhércompound
Solid Preparation Cr ospovi daon Cr ospovi do
desi gridtfe $ORtEDRL ﬂ%t T—}E:e cffcbs@ IQWE’S’VHG%%OJr%n%?h& breparation

o\ @%he%ap réﬁdd¥ PORG, 150kt SP| WcFelrBoWRt Sboutl e to 12 wt.$,
contént of t }:éL) benzoazepi ne conmpound in Solid

amdep@rcat PoRferahd yngbophrd i tcul & - FrmTth@dcaﬁHe%%rf-Wa‘(Ws range
SHekY, d@yirmegmgaﬁkéarﬂ% ongérﬁpes% wt .
pre erably about 0.05 t06 %, and nore preferably
0.1 téSCQ@dthr%Dam@q}”r db@tram mn@ﬁlﬂh@th}f disintegrating agent
%&er %&@&ﬁ%%lc%tléhn#)???é?l‘ia%m 3G %d%:lon to the
ydroxy pr oxy group is genera ‘001t

td-#es crpepbercddiiey abouthis Icase,1 Eﬂwa&ek;n@ﬁdof dlSlntegratlng
icul ar ef er bput [
rﬁl%oagl% |£r>1€\’e/ @%enépouﬁggyﬁ'ﬁe&con’%%&gfi &?%e{%iq%ae o) only as a
cmsdsl}negral’oneg i ageBal icitPrépar asi anbindsr genetialueptabout another
2.1.0.15 wt.% preferably about 3 to 12 wt.% and nore
a;ﬁjrdel? erSbly about 3 to 10 wt.% The content in this
range ensures desirable disintegration properties.

SSI i d rli’(r}ggglreagl on D nmay contain other disintegrating
b

SOlld Preparation D may contain other ingredients for use
in pharmaceutical solid preparations, in addition to the
Components. (a), (b) and (c-4). Examples of the ingredients
include diluents, binders, pH adjusters, absorption enhancers,
lubricants, colorant flavoring agents, or perfumes. The contents
of these additional ingredients fall within the range not to
impair the effect of the present invention.

Solid Preparation D containing (a) benzoazepine compound,
the (b) hydroxypropylcellulose containing a hydroxy propoxyl
group in an amount of 50 wt.% or greater, and the (c-4)
crospovidone may be in the form of a powder, granules, tablet,
pill, or capsule. BAmong these, the present invention prefers the
form of a powder, granules, capsules, or tablet in view of easy

preparation and dose. Tablets are particularly preferable.

Production Method for Solid Preparation D

Solid Preparation D is prepared in the same manner as Solid

Preparation A, except that crospovidone is used instead of low
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for use in pharmaceutical solid preparations, in

addition to the (c-4) crospovidone. In this case,
w@bkamsabe2ki nds of disintegrating agents may be PGEIP2008151686

(c-4) crospovidone is used not only as a

di sintegrating agent but al sez2gs a binder, a diluent,

or another additive. O her Ingredients Solid

SAepdrat e@nhirayypeopt/acal bilwere.i ngredi ents for use in

phar maceutical_soli rreparations, in additiqn t e

_Con'po . Lc%t’ ?6) %gﬂ&%( ?r@p_argig‘%?e of° t He of H;'e present

imgmedoant sni neheldedeédgeentformbi pdersraply adjdisidns, the (a)

absor pti on enhancers, |ubricants, colorant flavoring

hejeegePare pePRERER  $he ot Eri's OMERELE R | Bhapmount Of

aigrredipent std all2ongt hi préferabaggeapsit t a i kBai bohdle and more

effect of the present invention. Solid Preparation D

REsfeaPRIHGARAT BetPo&28Bi ne conpound, the (b)

hydr Xy opys&e! bl 058 iGoNpALAH G 18nBY X 0¥ 15 0ROXYldetermined
roup in an anmount of 50 wt.%or greater, and the |
srendipgospoiticidiragray the Patient focengitiaopoikeiuding age and

nuyk es [ Or o1GAPS g+hhe
e o rerars The rar i s ponder roult®e the (2
prenoalzepine apsmpesnd oast abl ective vingrediadsyper day is about

O TP Bh g b Gl B2 e R o &1 B0 pr epatati on D

Solid Preparation Dis prepared in the same manner as

Solid Preparation A e t ( I done is used

i nst ead of IovvsubstiF Pﬁh&?lN%E@;ﬁggllulose

Each umiarmateSolcall Psehiad apraperahivn BfoftHehepyasenéntinvention
i.nvention in the dgsage, form preferabl ont ai t.he -
S P05 B S T ahd oA P e ST PEGR LY poLubiLity,
Badmguib ehifabeldntd. dbdarbhBOpty poef ectabley afedidnte in the

90ng, .and npre preferably about 5 to 60ng. The doses
FASTSOLREeRE Uiy dt586hs A to D are deterni ned depending

Ondt heo4$3681at b, PadlRNtPrepaeadidn 0N ddedHlindg tad&he present
an
invention ensures far superior disintegration properties and

excellent solubility, leading to sufficient absorbability of
active ingredients in the gastrointestinal tract.

Further, in the tablet form, Solid Preparation A of the
present invention ensures uniform disintegration properties of
the products, thereby reducing variation in disintegration time
among the products. Consequently, Solid Preparation A is expected
to exhibit the best invariable pharmacological effect and is
thereby the most preferable.

The method according to the present invention produces a
pharmaceutical solid preparation with  these  advantageous

characteristics.

BEST MODE FOR CARRYING OUT THE INVENTION

The present invention is more specifically described below
in reference to the Reference Examples, Examples, Comparative

Examples and Experiment Examples; however, the present invention
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sex, the degree of disease, etc. Cenerally, the anmount
of the (a) benzoazepi ne conpound as an active

w0 p@sestizent per day is about 0.02 to 2ng per KRCDIPA§BA61686

patient's weight. EFFECT OF THE | NVENTI ON

Phar maceuti cal solid preparatipga of the present

i nvention shows superior disintegration properties and
Eexeplt! eninised Wy lthbge eeatbdIws.t o sufficient
absorbability of active ingredients in the

gastroi ntestinal tract. Particularly, Solid

A epanati BRarfp1AC QO BirBfatf 1d1e JF AREAPhoE Ertivide)
ensures_tar superi or dl si nt egr at]on roper? es

excel ' solumfity, 1<idiorg—reah %@ﬁ eilert meth;& 4-(2-methyl

ahi hbfyertdoyagtpye, 4 nredir@l/srbR1iheenzoazepine ("main
gastr0|ntest|nal tract. Further, in the tablet_ faorm

qgredippEpar erSmakter) t #ind ppes e h¥ﬁﬁ§ﬁﬂpéﬁp¥%ﬁﬁﬁ%99056 (HPC-

ani forp i sdddearat | iy Pr opsidtd 188 ngf gNedrpglugt s of hydroxy

thereby reducing variation in disintegration time

myﬂh@qﬂu@du@% dicsedegdendt @ BbXed P@bﬁh‘-@i’u% A 390g of
%mﬂé&%ﬁ%@ﬁaﬁé §%§ @56gtg hesh bﬂvarTﬁgl%olutlon was treated

NAF Faco ogi cal f ect an i's thereb by the nost

vurtélf@rnalﬂDé“ 8 Thprapt doteracElrdivagat Bakplekprésentltd.), and then
|nvent| pr es har na t I ra

R LA S Bt s Mhar G b vk RgRR Ty Bepec

Gb%ﬂ@fbbﬁbﬁlﬂ'ﬁﬂ&@rbﬁvEﬁﬂém)amﬂnphpuesand¢mvent|on i's

nore specifically described belowin reference to the

Ref erence Exanpl es, Exanpl es, Conparative Exanpl es and

H@ﬂéﬁéhﬁénEx&ﬁ@%meeSPrhp&ﬁaﬁﬂon.hﬁeGpaﬁskﬁﬂldnﬂﬂﬂbstanés)

n
(g:epl ted : %2%%% ?égﬂ i Ref éggceFEfag%Bse monohydrate,

67<}gcfanorc@-r5 kydrepy-and Zemgatcmllcxz},s(talnrﬁmeytenulose were mixed,
benzo Ian1no% benzoyl ]

ans  SPRanPARETH B@ﬁzo&%éﬁ?%e o et n YH§iBYFRNME-01  stirring
ﬂMﬂf@l&éﬁtﬁéa wEHieh AyEOXHWeRY! cetdddasenf HPESiidizing-
pon Soda Ltd.) containing 53 to 78 wt. Wbof

kﬁyﬁrgpgpulatlon was carried out with 240g of a w/v% aqueous
solution of hydroxypropylcellulose containing a hydroxy propoxyl
group in an amount of 53 to 78 wt.% (HPC-L; Nippon Soda Co.,
Ltd.), followed by drying. A granulation substance was thus
obtained.

In the Examples and Comparative Examples below, the

following products were used as Component (c).

Component (c)

Low substituted hydroxypropylcellulose (an average
particle diameter of 45 to 65um, and a 90% cumulative particle
diameter of 150 to 200um; content of hydroxy propoxyl group =
10.0 to 12.9 wt.%) (LH-11l; Shin-Etsu Chemical Co., Ltd.)

Low substituted hydroxypropylcellulose (an average
particle diameter of 35 to 55um, and a 90% cumulative particle
diameter of 100 to 150um; content of hydroxy propoxyl group =
10.0 to 12.9 wt.%) (LH-21; Shin-Etsu Chemical Co. Ltd.)
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propoxyl group was dissolved in a m xed sol ution of
1,390y of dichl oronethane and 350y of ethanol. The

waaloatisaan’ was treated with an ODT-8 spray dri ePCT/JP2008/061686

(Onhkawar a Kakohki Co., Ltd.), and then i medi ately

dried with an LCV-232 vacuum-@oyer (Tabai Espec

Corporation) , to prepare an anorphous powder.

Refer eﬂceLdﬁxanpﬂlleetZLt(tRledparraztdironypfo@mnlaﬂbsa (an average

nce of _t Qus wder c,22 . ,
mggfa% qgozgj‘ NEED R “h% %‘gg%gat&ﬁfe particle
dﬁiatrfdt@lrl bfedcetd ul Ggen;webatehxest; ranattokieprbpoxye gusp = 10.0

fp AePatfod) olieb Tl poRrEss ca SBERLTOR) 05" MGl 2t ngbec

granU|at|E@wWﬁ§uﬁﬁﬁﬂﬁdﬂéd0UﬁuMkbhyﬁﬁ&ﬁylﬁeLiuioBéV96an average
aqueous sol ution of h droxﬁ?ropylcellulose contalnln

RE TG Ex P iIFREpBXRY PE gfou A 5P 235Gt o053 AE 1E (;;article
diBetler NPLIY Sesla160um; LEndent 0bt OWodrbyy dE%w{ﬂA group =

granul ati on substance was thus obtained. In

Shoed2 afdVCiipdErBYe BxdHtes bBeBEak 159 dtfowi ng

product s wehe1tssd as c%%‘%%ﬁ}ﬁ@ﬁh*f&ellu@%@@?nenﬁ {60; Nichirin
Low substituted hydrox¥propyl cellul ose (an average

Pemiicelle Infusietias é£d4b to 65um and a 90% curul ati ve

articl t 5 0 10
e epory ST Sy OBty OSSN ES g y mever

Chereinday @th At 63meeme*s@,bs$¢tht ebless of the particles remain

| cel lul ose (an average particle dianeter
%’%Iq%% %ggggzm and a 90% cunul ative particle dianeter
of 100 t@aitﬁDgampregaileninbzfed}ydt@Rq/h pr tEQSxyH’C-glooupASahi Kaseil
0.0t 12.9 wt. ShlnEsuCh
HEFEIR <Bbst %0 By A pP oA S [0 oLy q ot more than 3
V. ageecpasdiudle djoalﬁeher of 17 to 23um and a 90%

o hydr P BRIRERIF Sksﬁipfa% 6 R 2B e s ede particle
dildne3tr Shins)mi)su Chemi cal . Ltd.) Low substituted
hydroxypropy&%ggéuééfgiu&?n gggéggkmethylcellulose calcium) ECG-
505; Nichirin Chemical Industries, Ltd.)
Crosscarmellose sodium ((crosscarboxymethylcellulose

sodium) Ac-Di-Sol; FMC International)
Example 1

24.5g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.3g of ILH-11, and 0.3g of
magnesium stearate were mixed. Using an Autograph AG-I Universal
Testing Instruments (Shimadzu Corporation), a flat tablet (6émm in
diameter) about 84mg in weight, containing 15mg of the main
ingredient, was produced under a compressien speed of 6kN, with a
compression rate of 20 mm/min.

The content of LH-11 in the flat tablet was 1.2 wt.%
Example 2

24.5g of the granulation substance prepared in the above-

mentioned Reference Example 2, 1l.4g of I1H-11, and 0.3g of

magnesium stearate were mixed. A flat tablet about 87mg in weight,
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particle dianmeter of 45 to 65um and a 90% cunul ati ve

particle dianeter of 100 to 150mm ; content of hydroxy
W@e@poso2l7 group = 10.0 to 12.9 w. %) (LH Bl ;PCT/JP2008/061686

Shi n-Etsu Chemi cal Co. Ltd.) Carnell ose

((carboxynet hyl cel | ul ose) NS-3008; Nichirin Chem ca

I ndustries Ltd. ) Sodi um carboxy nethyl starch

ddPrdarnjial; 1My, ofAf tler reeiscriewmieddent t hwas Guodusiedvén the same

5% or | ess of thﬁ1particles remain on the sieve)

W%ﬂqﬁryaﬁréﬁ%WQ&% i‘zed starch (PCS PC-10; Asahi Kase

Chem c@les coaBenv esfgai-par ihctiee di lartetteblet wdkirg. 2net.%.

nore_than 3 wt. % water soluble content) Crospovi done

EﬁﬁﬂﬁﬁﬁLgsdone XL; 1SP; an average particle dianeter of

75um 24CagRif ase ealaguuAt { &€ ashissedrRiehrephblreiose the above-

calcium. ECG 505; N.chirin Chem_.cal |ndustri 3,2%%g.)

G4 SRS AneRe REeNSEdi BRTRG os’sca?bgiyr%ft h}ﬁaéfrm 0.4g of

rSRHIMASt Db r RQ weMCnk REQ! NALF 1GRAhbEXBNPbeutl g 98 weight,
of” the granul ati on substance prepared in the ,
GHdPARERTi oped Fefdiemadrediagsreiont, gvagy Rifoduded) in the same

BMhe?- 39 Pfadagnasi um stearate were mxed. Using an
Aut ogr aph AG'1 Universal Testing Instrunments (Shinmadzu

Cor porkhiel eantent 91 dH-1ablet thenthatn tabdaetwads Hboutt. 3.
B4ANY Lhawei ght, containing 15ng of the main
rent, was produced under a conpression speed of
6kN, d4.pga oforgee geiaonleabien oful2dranreniprepdhedcont §he above-

of LHLL i f | at s 1.2 . w_ 9% -Ex I
Qﬁﬂtlgﬁegf:gﬁéggpgﬁul%%%gﬁﬁ%uggta%é%gpfg%a%ggﬁgﬁ ?ﬁ%i 0.3g of
aymesient 5 oemthtRefverennéx&tanpl Elax tabldyg apoutH9Mmg in weight,

e 5 PRI BRI SEEL e  28E Bl i che came
rEmineri Bgr Bxhngglte 1was produced in the sane

The content of LH-11 in the flat tablet was 14.9 wt.%.
Example 5

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.5g of LH-21, and 0.1lg of
magnesium stearate were mixed. A flat tablet about 87mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of LH-21 in the flat tablet was 5.2 wt.%.
Example 6

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.5g of LH-Bl, and 0.lg of
magnesium stearate were mixed. A flat tablet about 87mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner of Example 1.

The content of LH-B1l in the flat tablet was 5.2 wt.%.

Comparative Example 1

24.5g of the granulation substance prepared in the above-
mentioned Reference Example 2, and 0.3g of magnesium stearate

were mixed. A flat tablet about 83mg in weight, containing 15mg
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manner as Exanple 1. The content of LH Il in the flat
tablet was 5.2 w.% Exanple 3 24. 5g of the

w@r@ss@tT on substance prepared in the abovenePtT/aIrree/061686

Ref erence Example 2 , 2.9g of LHII, and 0.4g of
magnesi um stearate were m xed31A flat tabl et about
92ng in weight, containing 15ng of the main
ogerdi ealin Wasgyedicgmeed was t peodaoed nennethas sexanpiaaner as
'[he content of LH Il in the flat tablet was 10.3
E%anpl e 4 24. 5g of the granul ati on substance

wmaéeﬂvémgdj@;l@bgvenentl oned Reference Exanple 2 ,

4. 49 oT CHTT, and03 of, ma si um st ear at e

i xod.B-R% 10 | SETHHA OB 7 RIDRRENET RECOTGH alhi Hge 2bove-
mertofbdt hes flidhceNgEREHEIY | 2\4\asopx§>dt&edmn3we a&ﬁHTEO 1lg of

manner as Exanple 1 . The content inthe fla
MEHEEL WSt AT anvveys BkAP & 5 1@ tagabiet hapout 84mg Th weignt,

cgfn@cla%%a;oysﬁybéfaﬁy@r&%pa ?‘ile!ﬂ.‘eﬂitbe v@é@?’&ﬂkbanﬁﬂ the same
Ref erence Exanpl e , 0.5g of LH21, and | g of
Wﬁésﬁé@m&aﬂe were mxed. A flat tablet about
87mg | e“%bgbéthQ@ gnQnI@HQnyéttQSbﬂ@%rhas 1.2 wt.$%.
i ngredient, was pro uce i n fhe same manner as Exanpl e
CompaThbiverfmmplef 3LH 21 in the flat tablet was 5.2

8. he_gr Lon c -
prepargg Frr?ffhtg] ab@%rﬁngﬁ:tﬁgﬂe %{%k%ﬁ%ﬁcgﬁﬁ‘?ﬁ%{] efnz J,Che above
nergonéd | HRefigremnd (Exgnife migne8i dgn sifealdtélmerand 0.1g of
m xed. A flat_ tablet about . 87 -0l n .
RGP ReRah Rgroti it Al . ShE8h O A B dn weignt,
dmtaening Bxanpde the n?éh@ acrmglredienmf lyHrsBIpnqaiutlad fihathe same

0,
$5§ge% as amﬁaémi &

The content of LH-31 in the flat tablet was 5.2 wt.%

Comparative Example 4

24.5g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.3g of Ac-Di-Sol, and 0.3g of
magnesium stearate were mixed. A flat tablet about 84mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of Ac-Di-Sol in the flat tablet was 1.2 wt.%

Comparative Example 5

24.5g of the granulation substance prepared in the above-
mentioned Reference Example 2, 1.3g of Ac-Di-Sol, and 0.3g of
magnesium stearate were mixed. A flat tablet about 87mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of Ac-Di-Sol in the flat tablet was 5.2 wt.%

Comparative Example 6

24.5g of the granulation substance prepared in the above-
mentioned Reference Example 2, 2.9g of Ac-Di-Sol, and 0.3g of
magnesium stearate were mixed. A flat tablet about 92mg in weight,

containing 15mg of the main ingredient, was produced in the same
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Conparative Exanple 1 24. 5g of the granul ation
subst ance prepared in the abovenenti oned Reference

waEx@spse1?2 , and 0.3g of nmagnesi um st ear at e WePET/dit20e84061686

A flat tablet about 83ng in weight, containing 15ngof
the main ingredient, was prodgeed in the sane manner
as Exanple 1 . Conparative Exanple 2 8.2g of the

At atsi Bmamﬂkﬁﬂance pr epar ed in the aboverrenti oned

E:gﬁ; Hcer bt M oineelatt g2 ghrbt e 10-3 v

C&ﬁ’f@rlaﬁl*ﬁ@lﬂiﬁmpl@om ai ning 15nmg of the main :

|ngred|e produced in the s nner as Exa

46N Cin EHBr SERSLAF 1R EuF nEagrpaqad tipthe above-
Iwént%n(e‘arm@rfékéf«f@e EEQHﬁ?Ee 328. 29 1¢f dtheag¢mMEAALi amd 0.3g of
subst ance Erepared in the abovenentloned Ref er en

e . .
ECRPSLEN Stegrale yereHnsted arfy Baty tePl ﬁﬁgﬁ]%%‘%rﬁ%mg in weight,
SR Ak 8g WAy Nb X ethe %Jﬂrﬁhn@%@lﬁén@b%s ?ﬂ&idc@d in the same
wei ght, Containing 15ng of the main ingredient, was
me@iced Exemthe dane manner as Exanple 1 . The content
of LHT%L, BntBee fé@%&-@ﬂ%ﬂﬁ% the? Mt % alCPaIRL 1Me9 wt.
Exanpl e 24. bg of the granul ation substance prepared
quptalretab@:v@xmmheoﬁed Ref erence Exan'pl e 2, 0.3g of
Ac- Di I [ e -
A flaéﬁoggl outr%&uﬂ?Qﬂﬁ? Con?ﬁ’#ﬁ&@d”&ﬁ Qhe above
e iioaked |Ragiee&neat Exmlpr oZiuc@ngn qmeEgﬁT@%nﬁéd 0 3g of

r?azqé)lestlﬂgl Stelarflt h%@}@ C%frrgéa? g{ %&Afél%(;t%ﬂleltn éﬁ'&tfélﬁﬁ& in weight,

ddreaghang| abmgnof uttist awecien pm@pradeelntn wame produced in the same
abovemsntf_: ne eiference Exanple 2 , 1.3g of

TRENSE- 851 “* AU 0."3g of magnesi um stearate were ni xed.

A flaﬂﬁkabbﬁteﬁﬁxnﬂ EGy90bninetiightflat tablet was 1.2 wt.%

Comparative Example 9

24.5g of the granulétion substance prepared in the above-
mentioned Reference Example 2, 1.4g of ECG-505, and 0.3g of
magnesium stearate were mixed. A flat tablet about 87mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of ECG-505 in the flat tablet was 5.2 wt.%

Comparative Example 10

24.5g of the granulation substance prepared in the above-
mentioned Reference Example 2, 2.9g of ECG-505, and 0.3g of
magnesium stearate were mixed. A flat tablet about 92mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of ECG-505 in the flat tablet was 10.3 wt.%

Comparative Example 11

24.5g of the granulation substance prepared in the above-
mentioned Reference Example 2, 4.4g of ECG-505, and 0.3g of
magnesium stearate are mixed. A flat tablet about 97mg in weight,

containing 15mg of the main ingredient, was produced in the same



contai ning 15ng of the main ingredient, was produced

in the sane nmanner as Exanple 1 . The content of
WG@eoBI5630T in the flat tablet was 5.2 wt. % CoPQEIRDS/AS1686

Exanple 6 24. 5g of the granul ati on substance prepared

in the abovenenti oned Referengg-Exanple 2 , 2.9g of
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a1 CORRER G ECHE 387 He- e SO1ti Hob he P 109 e 5.
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aboveMSAPPoRed REPETh&EExahpfe T8SPEGL Y Jrablets prepared in

5 mRamPleSoh, tant G mpaRgnesé URkSHSBEAL B ¥er @1 Mvsed. examined
A flat tablet about 97ng in weight, containing 1%2% of .
foKe theih AHYHREIEERE IORaB PIdIEE BCROFRENS alfe tegration
123t R 1gi ThEosnt eAt PpAest - SRdrnidtddaeibl aftest fluid:
tablet was 14.9 wt.% Conparative Exanple 24. 5g of
weprergr apudistklon substance prepared in the
abover’f‘%gtléoriecgkggsert%réce.ce@&@.'ﬂ@' ® 2 t'heo-d'ig;iﬁfteg%%,test for
and 0.3g of magnesium stearate were m xed. A fl at

10 Exabpéesabor Bamg Compaiafhtve EsATRIS Ny tSAg-of the
mai n i ngredi ent, was produced in the sanme nmanner as
Exanple 1 . The content of ECG 505 in the flat tablet
was 1.2 wt.% Conparative Exanple 9 24. 5g of the
granul ati on substance prepared in the abovenenti oned
Ref erence Exanple 2 , 1.4g of ECG 505, and 0. 3g of
magnesi um stearate were mxed. A flat tablet about
87nmy in weight, containing 15ng of the main
i ngredient, was produced in the same manner as Exanple
1 . The content of ECG 505 in the flat tablet was 5.2
W . %
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was

of ECG- 505 in the flat tabl®dblMmad 10.3 w. %
Conpar ative Exanple 11 24. 5g of the granul ation
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han (Ac-Dl-Sol, 12%)

sodiun) was stightly

923+3.0

Comparative Example 5
(Ac-Di-Sol, 5.2%)

161.3+12.0

Comparative Example 6
(Ac-Di-Sol, 10.3%)

163.8+35

Comparative Example 7
(Ac-Di-Sol, 14.9%)

188.0+3.8

Comparative Example 8
(ECG-505, 1.2%)

85.5+39

Comparative Example 9
(ECG-505, 5.2%)

100.5+5.1

Comparative Example 10
(ECG-505, 10.3%)

130.3+4.5

Comparative Example 11

170.0+5.1

(ECG-505, 14.9%)

Table 1 revealed the following.

$ Exanpl e708+58he cont et

Table 1

The cont ent

o 11. Tall e

ve
on

n
ng
in
2

For the tablets of Comparative Examples 2 and 3 that use

LH-31

particle diameter of 17 to 23pm,

(low

substituted

hydroxypropylcellulose

(an

and a 90%

average

cumulative particle

diameter of 40 to 100pm), the disintegration time was longer than
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that in the tablet of Conparative Exanple 1 not
contai ning any disintegrating agents. However, by

W0 p@Baseihg t he proportions of Ac-Di-Sol and BEG/B2H04/0$1686

the tablets to 5.2 wt.% 10.3 wt.% and 14.9 wt. %
(Comparative Exanples 5 to 7-35d Conparative Exanples
9 to 11) , the disintegration tine |engthened

Cepairiealbiry . Exdngieudhndc - @ntSoininged dinsCorggenadtingeagent.

Exanples 4 to.7 and ECG 505 used in,Conpajatjve ;
Exan‘plﬁ? SdFSl.nLJie%rraetll?ﬁlom%lg% sb%e&l}ﬁ S| ﬁ‘% ZS atTon Comparative
=mgemle, 4 heohshieirsy usi g vthaseofli sichrDegsal | doragentcarmellose
i nstead of the disintegratiaon agents used far the .
SRBSERT 20Hh LRt Fon FUP T Pt TROERRTBF { SFHBUR (L CoEaining of
dizsiwil.egbat EOG- TP PRarnes Lodbr enliemm) a@si biiglintshorter than
i ncreased, the disintegration ,eroperti s | ower ed .
ini 11 el | SAPIGY @t ASET 242 Ve GRRTPRS TADAGEL COPFRGNIng any

diSinttggs 8t AP hddrtd . Wagowd Y f ihantlcyes§b0fi§ tHe proportions of
Exanplés 1 to 4 using LH Il as_a disintegrating agent, _
horiaed andhECemir aff eeekaRpres 1019 4 Wt dnd 10-3 we. %, and
104633! rabke dhmbRIRAt EQBmPTOPeY ties \é{%ﬁec@@ﬁm@e Examples 9
Addi tional' Ty,  in the solid preparation of Exanple 5
tighildh ,ushe disirtegsahion stinedeagihgnederrmarkpely .
41 S1 NAGERLLANAE LR SRS AN LEM CLABR-LOIRAERYSes 4 to 7 and
Exanpl'e 1 noét containi'ng any disintegrating agent, and
EfissiS0ablueedi $hnfeypatdtoiveprisperices 8wepe ldbegien&gdown as super
ur.t her . _j h | d p ' 0 I :
G Bhrar ol "Bl e n A bl GRERRE, it soration
dgemtswansshadt ef thwmndiCGimiagattven Exgapise Usedotfor the present

.cont ai.ni ng, an i sSintegrating..agent.s. sirable .. _. .
Jd}vﬁn%llé?ﬁr a’f'il{j%eogr ST t ?83 \%géb us- obt allﬁé%.lt disintegration
dooperitirest Moaspler 2 amlilte 2mshowsindreazed; agee vdlsimtegration
and vari atj ion time anmong the six

RIgIBeE L4 Sp %?‘”zerl(el%o%:labgkgg%na%]é’r each of Exanples 2 , 5
, and 165 anght@aspar ati ¥rolmxaipl aBle Wi chwed s imeagueaedon time
v\lrans tgiegr?ibf%vcea_nﬁgt Is%rc])?:g Eixnpebrbi(anrgp tesEX?m%loe 41 using LH-11 as a
disintegrating agent, compared with Comparative Examples 1 to 11,
and desirable disintegration properties were obtained.

Additionally, in the solid preparation of Example 5 which
uses LH-21 as a disintegrating agent, the disintegration time was
shorter than Comparative Example 1 not containing any
disintegrating agent, and desirable disintegration properties
were obtained.

Fﬁrther, in the solid preparation of Example 6 which uses
LH-B1 as disintegrating agent, the disintegration time was
shorter than Comparative Example 1 not containing any
disintegrating agents. Desirable disintegration properties were
thus obtained.

Experiment Example 2

Table 2 shows the average value and variation in
disintegration time among the six solid samples (No.l to 6) for

each of Examples 2, 5, and 6 and Comparative Example 3, which
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Table 2 As shown in Table 2 , the variation in
disintegration tine in Exanple 2 using LH 1l as a

waele@snseyr at i ng agent was 3.9 seconds; the varPEI/IR08/0$1686

disintegration tinme in Exanple 5 using LH 21 was 10.7
seconds; and the variation iRn3@isintegration tine in
Exanple 6 using LH Bl was 1.9 seconds. That is, the
watel akbsaréed il sihet efoedtremttiiomedwBspsnihdntf dxampée 1.
tablets of all Exanples 2 , 5, and 6 ; nore
specifically, the tablets of these Exanples ensure a
uni f orm phar rracol ogl c effecTab]I‘ézmv\hl I e the variation

i n di pEAtegraten—tr . e—3—rrsirrg

LH 31 ' ' aonigastivé
8. 29 preparned d n | Bxample 3
above

and O[l g of nagnes 8 wdr e 7Ri xéd. 7 f| at 106
tabl el ghout &7 | n Vi ght, @ontlai feng |15y of tHE7
mai n | ngredtent,” was p¥odycedsdi n |t hé3same @anner ag
Exanp e 1 . &ﬁntem of N%630Q i 80t h%ref P&t t abliet
was 5 e‘@)‘(1 pl e 8 8.|12g ¢af t|he sgranul atiop 132
subst mnce prepared i n ¢ he |abggenmant iogned Reg er enceps

Exanp Di : 0%, and Q. 1Tg of nesj um
stear fit e ﬁ%g?e(s%%ﬁa AT 4t 6%bI €t ut 9'8 n 1303
wei ghiscon Bectiiy Of thg gai|n rediegt, [Wa

pr oduted= V%l'" t:\:.“:*‘5 ﬁﬁebzf’%% i ?U ?2 e w.§.Zt..t
of NS-SOOlnthefIat tabl et was 103vvt % Experinment
Exanpl i sin t Lbon duct i

of thesiiou] T JBP 20t kel PR FRCHE! G ifoRBETon tine
igh sErargoieat |20nu$'mg ﬁﬁt—hbdaaccandilﬁgntegnaipmgssegent was 3.9

J@%%%ﬁa9°€8 a£ 1on fﬁ‘%is%@%gﬁra{gbﬁﬂé%ge'in Example 5 using

LH-21 was 10.7 seconds; and the variation in disintegration time

in Example 6 using LH-Bl was 1.9 seconds. That is, the variation
in disintegration time was small for the tablets of all Examples
2, 5, and 6; more specifically, the tablets of these Examples
ensure a uniform pharmacologic effect.

Meanwhile, the wvariation in disintegration time in
Comparative Example 3 using LH-31 was 37.4 seconds, which is very
large.

Example 7

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.5g of NS-300, and 0.1g of
magnesium stearate were mixed. A flat tablet about 87mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of NS-300 in the flat tablet was 5.2 wt.%
Example 8

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 1.0g of NS-300, and 0.1g of

magnesium stearate were mixed. A flat tablet about 92mg in weight,
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Tabl e 3 shows the results of the disintegration test
for Exanples 7 and 8 . Table 3 Table 3 reveal ed the

WO oi0Basd2ny. I n the solid preparations of ExanpP@BJIPR0e81H1686

8 , using NS-300 as a disintegrating agent, their
di sintegration tinmes were shegtver than that of
Conparative Exanple 1 (shown in Table 1 ) not
@anbdnhnggl sy off sth egriat iimgradeents, was miesiucabl én the same
di si nt e?rﬁti ogﬁpr operties were obtained. Particularly,
MHEEE P i YT dn time of Exanple 8 using 10.3 wt. %
OL NS-’I@l@Of conatere hoft ald-80vasn stignifilacanabyetshard a0.B8han. %.
t hat of Conparative Exanples 1 to 11. The

= ’ﬂﬂéﬁr—éperti es of Exanple 8 were thus
excel lgendisitagrbeidn 8+dgt Olvakhecgranubat ifon kst afcethe six
prepared iin the abovenentioned Reference Exanple 2 , .
PU§ FrPLRRoi8l EXaRBLeP| § PdndgndSithim @té%?%tr@e\%%m test
el abcbi@ing ald elapaheyt Bddmnddopeeh ghicesOnt@iii:Ngater, no
q]ifgr:g of the main ingredient, was produced in the sane

er as Exanple 1 . The content of Prinojel in the
flat tabhet asls? Me %dXAMR! 71013 20 QhtbBeation test for
granul ati on substance prepared in the abovenenti oned
FRefplence acdhiple 2 , 0.59 of Prinmojel, and O 1g of
magnesi um stearate were mxed. A flat tablet about
87mg in weight, containing 15ng of the main
i ngredi ent, was produced i nTalee Same manner as Exanpl e
1 . The content of Prinpjel in the flat tablet was 5.2
Ww.% Exanple 11 8 2g of the granulation substance
prepared|in the abovenenti on¢d Ditiftegration dinfex a(Betand |
|.Og of Prinpjel, and Ol g of nAgeagistndatddavatien)wer e
m xed. Ajflat tabhfifle7about 92ng In WEISQQ.EEI'O

(NS-300, 52%) o

Example 8
(NS-300, 10.3%) 55.2£15.1

Table 3 revealed the following.

In the solid preparations of Examples 7 and 8, using NS-300
as a disintegrating agent, their disintegration times were
shorter than that of Comparative Example 1 (shown in Table 1) not
containing any disintegrating agents, and desirable
disintegration properties were obtained.

Particularly, the disintegration time of Example 8 using
10.3 wt.% of NS-300 in each table was significantly shorter than
that of Comparative Examples 1 to 11. The disintegration
properties of Example 8 were thus excellent.

Example 9

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.1lg of Primojel, and 0.lg of
magnesium stearate were mixed. A flat tablet about 84mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of Primojel in the flat tablet was 1.2 wt.%.
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contai ning 15ng of the main ingredient, was produced
in the sane nmanner as Exanple 1 . The content of

w7 in the flat tablet was 10.3 wt. % ExeepIR20082061686

8.2g of the granul ation substance prepared in the
abovenenti oned Reference Examplte 2 , 0.5g of PCS
PC-10O, and O lg of magnesium stearate were m xed. A
HiadpleabbDet about 87ng in weight, containing 15ng of

the i ngredi ent s .produced.in the sane nne
e Exaigte & St Lony SUEEtPAcS OBFROTRRA 1 1Bt the above-
ricaltlioheaRFeZetbe YEXENANP! €,130 B529o6f Hrfidojel, and 0.1g of

granul ation substance prepared in the abovepentioned, .
TREFEEAHEeS BRI W8T e PLEf of APES PCARIE CAREOE | /1 10 weidht,
dRAREHEHE S6RQ S e i Xedredibhe) Wwablmiodikedt in the same
92ng in weight, containing 15ng of the main
WARGESARENEXANRAS Produced in the same manner as Exanpl e
1. ThereORLRRENOfoPESiREHED 1R dHie filat thpdetwatnS . 2 wt.s.
10.3 wt. % Experinment Exanple 4 A disintegration test
Eypgodendlict ed for each of the six solid sanples in
Exarrpij&e.5239 40 & YSiAA A 19hSiAeghALd oFré}lgﬂedmirhoghe above-
accordi ng to Japanese Pharmacopeia (test fluid: water,
nmentdioskyl Refeencad &xemplend resla sobf Bramojel, and 0.1g of
i sintegratl te Eég?rrp e t T l4 :
n%ﬁlg\%a e%ﬁ%%tfeo?'fegémgﬁb. n !tqhglg%l%éﬁ %;C e%gég% i4902-rl1:[g;bc:)L welght,
donaaphesg 915mg 1df ushengnalmi imjoekdisndi wa s ardssiageetihylthe same
starch a_di si.ntegrating agent, the disintegration
I?alwrmégaéﬁacnﬁ &t lt‘han that of Conparative Exanple 1
not cameaicbhbhgnianyt dirdmotedr &t i tige ddent sabbetd was 10.3 wt.5%.
de%\?niprlgbhg di si ntegration properties were obtai ned.

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.5 of PCS PC-10, and 0.1g of
magnesium stearate were mixed. A flat tablet about 87mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of PCS PC-10 in the flat tablet was 5.2 wt.%.
Example 13

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 1.0g of PCS PC-10, and 0.1g of
magnesium stearate were mixed. A flat tablet about 92mg in weight,
containing 15mg of the main ingredient, was produced in the same
manner as Example 1.

The content of PCS PC-10 in the flat tablet was 10.3 wt.%.

Experiment Example 4

A disintegration test was conducted for each of the six
solid samples in Examples 9 to 13, using a disintegration test
method according to Japanese Pharmacopeia (test fluid: water, no
disk).

Table 4 shows the results of the disintegration test for

Examples 9 to 13.
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Particularly, the disintegration tinme was
significantly short in Exanple 9 using 1.2 wt. % of

weri0aDS@l7 as a di si ntegrati ng agent, conpared RET/HP2008/061686

Conparative Exanples 1 to 11. The disintegration
properties of Exanple 9 were-8Bbus excellent .
Additionally, in the solid preparations of Exanples 12
and 13 using PCS PC-10 (partly pregel atinized starch)
as a disintegrating agent, gaﬁvghﬁintegration time was
shorter than Conparative Ex not containing a

di sintegrating agent and deS|rabIe d|S|ntegrat|on

pr opert | re—ebtatnet—Ex
granul atifon substance prepar ¢
Ref erencé¢_Exanple 2 QO lg of

O 1g of gneS| uBERletar at e were m xed at tabl et
about 84 Lnwej r(?ﬂmq}emr@ ai-ming - 15ng 5r8\lf%i?Ea

rm
Ty oty Ot LA 2N %] II

i ngredie de es@r/ n the sanme rea2aél as Exanpl e
1 . The g A |°aouu||c A—r—the—fat—tabtet
was 1.2 W . % ExanghSud 30829 |0f the gridddl4ation

subst anc¢prepar efjlzl e abQVvement i oned Ref er ence
Exanpl e , 0.5g sﬁqug%jasdone XL, 3| g of

magnesi u:]r\we_st ear afxgnpp@s € m xed. A Tl at 5?}%? about
87mg in i ght, qrIstrai10)iasge) 15ng of the9

i ngredi ent, was produced in the same nanner as Exanpl e
1 . The content of Pol ypl asdone XL in the flat tablet
was 5.Tabde. 4%6V®<Jamlt@616081@glnﬁ the granul ati on

saug%@cgtggep%ﬁ%f go%@% 3one ananPEOﬁlfselr 3 "fo 11 using
Hmw@gsﬂur(nsedsau atae:bmyematb(ya’d st‘/aﬁdh:e\t asabl éusalbmqratlng agent,

oy abt wieshirdofy orlich s BREEahe Maincl e Bfafirgarative

Ekample 1 not containing any disintegrating agents, and desirable

disintegration properties were obtained.

Particularly, the disintegration time was sighificantly
short in Example 9 using 1.2 wt.% of Primojel as a disintegrating
agent, compared with Comparative Examples 1 to 11. The
disintegration properties of Example 9 were thus excellent.

Additionally, in the solid preparations of Examples 12 and
13 using PCS PC-10 (partly pregelatinized starch) as a
disintegrating agent, the disintegration time was shorter than
Comparative Example 1 not containing a disintegrating agent, and
desirable disintegration properties were obtained.

Example 14

8.2g of the granulation substance prepared in the above-
mentioned Reference Example 2, 0.lg of Polyplasdone XL, and 0.lg
of magnesium stearate were mixed. A flat tablet about 84mg in
weight, containing 15mg of the main ingredient, was produced in
the same manner as Example 1.

The content of Polyplasdone XL in the flat tablet was 1.2
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The content of Polyplasdone XL in the flat tablet was
10.3 wm. % . Experinent Exanple 5 A disintegration
W@ e®B/19@$7 conduct ed for each of the six solid BEMpR063/061686

in Exanples 14 to 16, using a disintegration test
met hod accordi ng to Japanese-Rioar macopei a (test fluid:
water, no disk) . Table 5 shows the results of the
Ehkasiplkeegbat i on test for Exanples 14 to 16. Table 5
Tabl e revealed the fallawi ng. .ln_the solid .
pr epar&csft%go o&%xﬁm‘gsatﬂ?nt %uf’étﬁgf:ﬁgp%??ﬁ%sa%nghe above
mént(ichespasvFeaae)e axkampldiesi2nt @964t bfigpaygsltasdone XL, and 0.1g
t hedi sintegration time was shorter tfglin thaf)lof b 87 .
Confradngs BXSAPRES Yorf T4¥*Sdnd QedifhpitaPlet apbout 8/mg in
WwH iSjH, e oAtk OA1 R OPSG | 66 v em@i aimerbdikat! i Gdbaprpduced in
the disintegration tine was significantly short in
Headsre T8 IRY iF E/f8™BLEi 8- preparation containing 10. 3
w . %0l RYnRhasdeneoXlpl ddteordl HINtiegrtMd GMat tablet was 5.2
properties of Exanple 16 were thus excellent. Exanple
Wt7. 2270y of the anor phous powder obtained in Reference
j@w@r@l%e%é , 50.5 g of lactose nonohydrate, 60 g of

ch, and 60g of crystalline cellul ose were
m xed,8 .&ed atheths xgrarulgds opl sabgtpnce MUEPapP@xinpiip above-

A L di - rapul at hon _ dr | P

B, B O ol SP o s ea oG 0120
@it magrdsi2a0ptefarats wers aguedus Psof gt okalpfet about 92mg in

R REARULEEH U 558, SPTLAL LB, S AR B Hrocucea

ttheyisage Aagnenwdsatixanpdabst ance was thus obtained in

th f Exagple 2., T t ai.ned
o anor B SERSEDE  heEe HALARECRE Wbt R 250 of T (P18 was 10.3
wk 489 of FDC blue No. 2 alum num | ake, and 6g of

magnesi um stearate to prepare granul es
Exé%fiment Example % prep 9

A disintegration test was conducted for each of the six
solid samples in Examples 14 to 16, using a disintegration test
method according to Japanese Pharmacopeia (test fluid: water, no
disk).

Table 5 shows the results of the disintegration test for

Examples 14 to 16.

Table 5 _
Disintegration Time (Seconds,
Average=standard Deviation)
Example 14
(Polyplasdone XL, 1.2%) 80.5+19.9
Example 15
(Polyplasdone XL, 52%) 73.5+6.6
Example 16
(Polyplasdone XL, 53.8+3.4
103%)

Table 5 revealed the following.
In the solid preparations of Examples 14 to 16 using

Polyplasdone XL (crospovidone) as a disintegrating agent, the
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for tablets. Wth the obtained granules, flat tablets
were produced with a Rotary Tabletting Machi ne

WQA208HEAVWC (product of Ki kusui Sei sakusho Lt d.PQT/JR208/061686
40rpm and under a conpression force at 900kg. Each
tabl et was about 162ng in wei-ght, 8mmin di aneter, and
contains 60ng of a main ingredient. The content of
ditildtegtacach takd efaswabobtér wthaotHatamysl eohBadd2ivebExamples

of the anorphous wder obtained i n Reference Exanple .

B 'to 144, 6o G 1ARGs 0L FUNGTIARACE, PEOPEE Do gphe Dotained.
star chpar@n@udee1pf ahgst albimegeldivhoseiner @aBi xethnificantly
and the m xture was placed in a_Miltiplex MP-O

$agty iy FHamdez d6- Bedngr &he1 SOLR BFFRRTIPRR ¢entaining 10.3

vgo.r%o%rfa'ﬁbg lasc%:drié' Sirzi nirbed sghesgtat i prapestldd &F Example
0

out wt a 5 w v% aqueous solution o

Hy dieaey fhepyexedlil@ndse contai ni ng a hydroxy propoxyl
LAl Azan amount of 53 to 78 wt. % followed by
: granul ati on substance was thus obtained in
t he satarefndheasnRepeeeneovE@ermebtagned The Rpfensnsg Example

r lat.i L xed it . 0 I
s $ {9?5 GRONMAYAPLEE {%% 3 £té-xfl'éﬂ and 60g of
%}% _ob g%c% uesasﬁlo. gﬂgfjum num | ake, gngHSg of - an g°
cmgtedilinestebldiase wepeepaxed grantultdés fMorteed|wass placed in a
(th the obtained. I . f.lat, gl rgﬂq d
{1 PBLA"SE, PERN! 28l bl s fere i 90leed (rowrer
@frgéirktisoh) Sei Fakuighoihg€hed qtarigimoandvamdearmied out with
ression force at 900kg. Each.table b
éi%go' n %i5gh¥',V8nﬁqiuﬁ08?arﬁﬁﬁélrt,m§ndo %o\r@%r%}s{ ORy (gt tutose
corftRiifihggaeRy@ixy Breperpl eqiowd ilnHalhnl amousaodhf tEbltet 78 wt. 3%,
s 5.2 w.% Exanple 19 Wth, the granul es obtained.in. .
XS DY SFYHRO1 aft STSTWAT 6\ O GUEEA F L 1oa Fitargpeained in
thab | Lirel RANNVaE hh HERILIIRAVExLRPDEUR! TheKoktslhed granulation
Sei sakusho Ltd. ), at 40r2m and ungir § rrprgssi n
TRt Ense Yook FIxEdcHIFRbPEE Rhs LEpott 7P | o werghplue No- 2
SR iinmdi13ket ehndarg e@NhRighssiomUsoéadat®itd prepare granules
i ngredi ent. The content of LHI1Il in each tablet was
B geblegs. With the obtained granules, flat tablets were
produced with a Rotary Tabletting Machine 12HUK-AWC (product of
Kikusui Seisakusho Ltd.), at 40rpm and under a compression force
at 900kg. Each tablet was about 162mg in weight, 8mm in diameter,
and contains 60mg of a main ingredient. The content of LH-11 in
each tablet was 5.6 wt.%.
Example 18
112.5g of the amorphous powder obtained in Reference
Example 1, 184.6 g of lactose monohydrate, 50 g of corn starch,
and 50g of crystalline cellulose were mixed, and the mixture was
placed in a Multiplex MP-01 stirring fluidized-bed granulation
drier (Powrex Corporation). Fluidizing-bed granulation was
carried out with 200g of a b5 w/v% aqueous solution of
hydroxypropylcellulose containing a hydroxy propoxyl group in an
amount of 53 to 78 wt.%, followed by drying. A granulation
substance was thus obtained in the same manner as Reference

Example 2. The obtained granulation substance was mixed with
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Exanpl e 20 56. 3g of the anorphous powder obtained in

Ref erence Exanple 1 , 255.8 g of |actose nonohydrate,
wGog/1s21corn starch, and 50y of crystalline cRCT/iR20682061686

were m xed, and the m xture was placed in a Miltiplex

MP-A stirring fluidized-bed-gpanul ation drier (Pow ex

Corporation) . Fluidi zing-bed granul ation was carried

DUI5gMdEn 1200y, 0b . @3 dﬂVﬂ&ﬁ&ﬂﬁeuﬂosoﬁuhlﬁmnmﬁm lake, and 5g of

hydroxypropylcellulose cont ai ni n oxy oxyI

PHBFS LR aFCAFBGRt TOF @?Ra&%gw%@esf %ﬂo‘{} with the
SBodingd AyHrRndsat | oratsubshanee waset @t@d@bé@l REdhi "a Rotary-
t he same nmanner as Reference Exanpl e 2 . The, obt ai ned

TrmHtang oMasbag At WKRAYC ni (REefaR pi2Fikyguis S¢ipqkusho Ltd.),
& 4RE-Rf JRERCRIME NomprakdibAumdF@ket dKked Gfach tablet was

nagne3|un1stearate to prepare granules for tablets.
aNaut témebtia rY@}g@itan@FT@s ing | 5BF et 3ndleFENpRIRRUCEINT of a

Ii%IkUSUI ?%el sa ?h@t&dﬂ%rl\@%tf' 8- 12HUK-AWE €REPAUGHaOfs . 2 wt.

0 Lt 50r pm and under a
TomplesdPon force at 1000kg. Each tabl et was about

180G gj;3 e} aht o A70d DL afiEn el AAdLaaN 8] N8 ASTBR9Les vere

a mai n’ingredi e con en n eac tab
pEsiused with % Hotanpl @aﬁleﬁﬁﬂﬁysyachlnhel%ﬁﬁﬁjﬂm§u§pr0duct of

wder. btalne | ef er enc 35
PG SRRt g0 8 cfosohf AR whinr 20 gy TP om Tomee
£ Y0, | mmcﬁeltbbuesa,vamradmtxemrngand vteItL@mIi, xﬁmmein/vaistameter,
| aced in a ex_ MP-A_sti g fluidiz
Ekorseren B FolPeR CSTSCHar onyre CoRten®r 1a-11 in
&aH diapi 8g-hes gramtl.ati on was carried out with 24Qy
of a 5 W v% aqueous sol ution of hydroxypropylcellul ose

g a hydroxy propoxyl group in an anount of 53

to 78 9¢, ?ﬁJoEoth@W§mbﬂphO@éyp6@derAdbﬁ&ﬁhbatiﬁnReference Example
subst ance was thus obtained in the sane manner

Ref’xtefice ekalttese mopppYtEned grahufdth oﬁi;arch and 50g

StRsLAREE1 YRS dE R oWkt ReZd GniGled, Hahl, t ROGNBG 8E was placed
nmagnési um stearate to prepare granules for tablets.

W th MubsipbeniNR lgeanureag Fludiggpreed grarelsteancdpier

(Powrex Corporation). Fluidizing-bed granulation was carried out
with 200g of a 5 w/v% aqueous solution of hydroxypropylcellulose
containing a hydroxy propoxyl group in an amount of 53 to 78 wt.%,
followed by drying. A granulation substance was thus obtained in
the same manner as Reference Example 2. The obtained granulation
substance was mixed with 22.5g of LH-11, 0.45g of FDC blue No. 2
aluminum lake, and 5g of magnesium stearate to prepare granules
for tablets. With the obtained granules, flat tablets were
produced with a Rotary Tabletting Machine 12HUK-AWC (product of
Kikusui Seisakusho Ltd.), at 50rpm and under a compression force
at 1000kg. Each tablet was about 180mg in weight, 8mm in diameter,
and contains 15mg of a main ingredient. The content of LH-11 in
each tablet was 5.0 wt.%
Example 21

33.75g of the amorphous powder obtained in Reference

Example 1, 350.25 g of lactose monohydrate, 60 g of corn starch,
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with a Rotary Tabl etting Machi ne 12HUK- AWC ( pr oduct of

Ki kusui Sei sakusho Ltd.), at 50rpm and under a
weowpnsesi on force at 1000kg. Each tabl et was BODIR2008/061686

183mg in weight, 8mmin dianeter, and contains 7.5ng

of a main ingredient. The conuygnt of LH 1l in each

tablet was 4.9 wt.% | NDUSTRI AL APPLI CABI LI TY The

faharetacedt tepdtAdling peepar@dd oreref miked preegerhe mixture was

inventi.on contai

N o s 5 Bl BRSSO B o
@F QYD (PBwa8x M@ra@ﬁoﬁp Wl%ldizgﬁ@aieﬂ ,graﬁdlatlon was

di sintegratin ent, which %s ei t her - | ow

Gredv Q?pPSp?I%eW YA GSEEOPE.- %8 Pfose,
Kfardxypeab iR Lan ey HEﬁf‘é[inﬁfga%CByafoﬁ)ﬁ Bhopoxyl group in an
crospovidone . Wth this conpositiaon,

PAFRCEUPP 73‘3o|wtd prE%%%wqdoﬁyofith%gpr Bsgrgnulation

11%%%%@ N SOSUNES cBYRSHEQT i i tHNLBRE Ahh e PP REEEESnce
excel l'ent solubility, leading to sufficient

ExssiprlsaBi | iThe ebtehred@rapelphgpedidrfttanseoygh fined with 279
SRS Qhnt 6541 Gal, fn@?ﬁesﬁ}ﬁ fharapeepd i Galo 59 igfanules for

preparafion of” the present invention therefore serves
tregyetigs e Vit the ﬂbtaxnﬂdvmwehélGShef#ﬁtaiabﬂeeﬁ wegchdroduced

v\(r)lf htgx R8E§§§ ”{aﬂl%\é%%h Q”Yé Ci%is-lukhﬁw ?ggrlg?ﬁ%%t b.le.aﬂ(lkUSUl

preparati on w superior C cteristics
SéﬂsMkMBhé Ltd\) phamnﬁeepmlanﬂ undemdapcempmeﬁaumm force at

Tt I by PR, O 51 giejafe, ol 14 dianeter,

dnd ejohahyds 07 J Hﬂuj)etﬁz aamepn nengriedient salThet heneefit (H)LH-11 in

h rox rop IuI sg contai ni ng a hydroxypr opoxyl
%%%hﬁa eEn 4} W5f°50 wt. % or greater; and (c) at
| east one nenber selected fromthe group consisting of

carnel | ose, sodiun1carbox§ nethéllgigqﬁ: v

crospovi done, and

hydr oxptir OpHaaalbbehos€a W t So Bt aviefei@eapabhi Cb€ the present
invention contains (a) benzoazepine compound, (b)
hydroxypropylcellulose containing a hydroxy propoxyl group in an
amount of 50 wt.% or greater, and a disintegrating agent, which
is either (c-1) low substituted hydroxypropylcellulose, (c-2)
carmellose, (c-3) sodium carboxy methyl starch or (c-4)
crospovidone. With this composition, the pharmaceutical solid
preparation of the present invention ensures superior
disintegration properties and excellent solubility, leading to
sufficient absorbability of the active ingredient through the
gastrointestinal tract. The pharmaceutical solid preparation of
the present invention therefore serves many uses in the medical
field. The production method of the present invention provides
the pharmaceutical solid preparation with such superior

characteristics.
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di ameter of 30 to 70um and a 90% cunul ati ve particle
di anmeter of 100 to 200um 2 . A pharmaceutical solid

w@e@pasatl on conprising: (a) 7-chloro-5-hydr oxReT/dP2008/061686

[ 2- et hyl -4- (2- met hyl benzoyl am no) benzoyl] -2, 3,4,
5-tetrahydro- | H benzoazepi ne #ft7 or salt thereof; (b)

hydr oxypr opyl cel | ul ose cont aé){}%ﬁ% a hydroxypr opoxyl
group in an anmount of 50 wt.%9% greater; and (c-1)

| ow substituted hydroxypropyl cellul ose, an average

particle dianmeter of 30 to 70um _ and a 90% cunul ative
particle di afrePAmsceddceb S ThPreParghion comprising:

phar maggptical solid prepar ati®n oaec oL dibtye 1¢l [ @bk gnyl-4- (2-
, Wherein the [ ow substituted hydroxypropyl cellul ose )
nmashulenzevdgaiparksracy ldi-dmdt &r S dietanhygresifnbensgagepine

%ﬁgy&ﬁrggﬁt iwe Qafticle diameter of 100 to 200um 4.
e pharmaceutical solid preparation according to
cl ai m £b) vinsheixypropy telilvdoset | cantabring peephydrpuypropoxyl
Lo O Moo brbBRl Se S weldooPGrIREGY LR, Dol | d
reparation according to claim?2 , obtained by a
met hod{cxoapriedsig.c8eepetbef pebeticiddram dher ghous consisting

SEmee L e e b e R e, o
Lekr atpdt ot tddemzdazgpiropy Besll o1l czel twittheraof avarae particle
G S S St 0GR, sher 0gr Careld e pepigig dameter of

To&i 1§ Adugmanor phous conposite obtained in Step 1 with
| ow substituted hydroxypropyl cellul ose, an average
particle diameter of 30 to 70um and a 90% cunul ati ve

particpe di agediefmRlel®Ocip LOBWprapdrst £6h TRbrising:
processing the mxture obtained in Step 2 into a_solid
pr epar &) on. 7-chloro-5-hydroxy-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyl]-2, 3, 4, 5-tetrahydro-1H-benzoazepine
and/or salt thereof;

(b) hydroxypropylcellulose éontaining a hydroxypropoxyl
group in an amount of 50 wt.% or greater; and

(c-1) low substituted hydroxypropylcellulose, an average
particle diameter of 30 to 70um, and a 90% cumulative particle

diameter of 100 to 200pm.

3. The pharmaceutical solid preparation according to
claim 2, wherein the low substituted hydroxypropylcellulose has
an average particle diameter of 45 to 65um, and a 90% cumulative

particle diameter of 100 to 200um.

4. The pharmaceutical solid preparation according to
claim 2, wherein the pharmaceutical solid preparation is a form

of tablet.

5. The pharmaceutical solid preparation according to

claim 2, obtained by a method, comprising:
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6 . The pharmaceutical solid preparation according to
claim5 , produced by a nethod further conprising,

wWheiresi21Step 1 and Step 2 , the step of proceRGI/MPOed 1686

anor phous conposite obt ai ned |n Step 1 into granul es
using a granul ati on method. 7:45The pharnaceutica

solid reparatlon according to claimb5 rodu b
ot hodbFel thét BBRERFoT A FERHELR IS s Sit Srep §-chloro-5-

Bpﬁr&fﬁ—qu—ﬁéﬁﬁ§§54ﬂ@—‘iﬂé@h?l%érﬂi@l@hﬁﬁbmséntéyﬁt—@p 324, 5-
Into granul es using a granula tlon nmet hod.. 8. A net hod

terrpistisciligbeneoptriimgc eut ia%/ 9%ol i d SHlépar atlitsiteot. and
: o
RS IR, SRS g i o
Eydum&yﬁ150[Etn%thylgnﬁat€24nethyIbenzoylan1no)
enzoy e I
ét]f%%fzeé% %rall%élnﬁ dlﬁoxypr Fb ebLaRfedlin step 1

a salt ose cont al ni ng
aihlydi oxypulopoxydtegir cblyplroxyamzadmmtludjbsw @an. gyerage particle

%g@%ﬁ%& §;%@t§8 iOﬁ%?kqg%&ﬁg@%g?p@ﬁg%%ﬁ%p?BQ%EE?e diameter of

hydroxyaooppy| estil ul ose, an average particle diameter

f 30 Lo 70 d a 90% cumil at ficle di _
of 100 top d{ﬁnparg}?gggggg %J%}ng}tgl\éa%?fﬁa'lﬁ &d !%Eﬁé £12 into a

@blﬁdgﬁﬁpa&asﬁeﬁ 2 into a solid preparation.9 . The
net ho ccording to claim8 , wherein Step 3 is

carried out by processing the m xture obtained Step 2

i nto tgbl et sthe 1Qhalh8caBttRd asepidli ?ﬁeb@rﬁt:&brm 8cébrding to
9 , further conprising, between Step nd Ste

cheimtop RIodCsEeSy AgmeRBoAnBIEHYS C@&Wﬁéw% between Step 1
QH&aJ%F3$ i Stgp 1stBEO df'aBHb@éséEHd19tﬁegréﬁBﬁp%bhgn composite

net h 11. " The method according to claim8 or
poratred donditepi hgintretameanlse epsindrd gs*@@pl%tlort method.
step of processing the m xture obtained in Step 2 into
granul es using a granul ation
7. The pharmaceutical solid preparation according to

claim 5, produced by a method further comprising, between Step 2
and Step 3, the step of processing the mixture obtained in Step 2

into granules using a granulation method.

8. A method for producing the pharmaceutical solid
preparation according to claim 2, the method comprising:

Step 1 of producing an amorphous composite from 7-chloro-5-
hydroxy-1-[2-methyl-4- (2-methylbenzoylamino)benzoyl] -2, 3,4, 5-
tetrahydro-l1H-benzoazepine and/or a salt thereof, and
hydroxypropylcellulose containing a hydroxypropoxyl group in an
amount of 50 wt.% or greater;

Step 2 of mixing the amorphous composite obtained in Step 1
with low substituted hydroxypropylcellulose, an average particle
diameter of 30 to 70um, and a 90% cumulative particle diameter of
100 to 200pm; and

Step 3 of processing the mixture obtained in Step 2 into a

solid preparation.
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met hod. 12. A pharmaceutical solid preparation
conprising: (a) 7-chloro-5-hydroxy-1- [2-nethyl-4-

W@ 20088542yt benzoyl am no) benzoyl] -2, 3 ,4 PCT/JP2008/061686

, b-tetrahydro-| H benzoazepi ne and/or a salt thereof;

(b) hydroxypropyl cel | ul ose cont&ining a

hydr oxypr opoxyl group in an anount of 50 wt. % or

greater; and (c-2) carnellose. 13. The pharnmaceutica

sol i d prepar@hé OReBEEDT StddrdiaigCtd m1kdm Wengigretihe Step 3 is
content of the carnellose is 7 to 15 wt.% based on .
chrsried alouguahy i BFoSESERBI pHAhaBett Rt okspiged Step 2 into
Rueparation. 14. A pharmaceutical solid preparation
conprising: (a) 7-chloro-5-hydroxy-I-[2-nethyl-4-

(2-met hyl benzoyl am no) benzoyl] -2, 3 ,4

, o-tet ﬁahydr?ﬁéH‘ QAZSRLOEI AN/ @6 Saldihhes eQfr 6b) further
hydr oxypr opyl cel | ul ose contal ni ng a hydroxypr opoxyl
gooppisingn betwean Sfen0l WndStepg? eatles ;stamd ofc pgpcessing the
sodi car t hy ch. 15. ha eyt .
AP St SR Rt B LB, RS rafifes voing o
geahehitiafn mee¢heddi um car boxy nmethyl starch is 0.5 to

15 wt. %, based on the total quantity of the

phar maceutical solid preparation. 16. A pharnmaceutica

sol i d pureparahé Ormedhidil | acogrdira) to claim 8 or 9, further
;Qgg%g%gﬁgog%%%gé%)g%%%%%;ﬁ; %%gg’zgzthe step of processing the
aiketirahydei héh beAzaazepi ne iand/ Qraausast ushegeaf ; granulation
(b) hydroxypropyl cellul ose containing a

RegheSypr opoxyl group in an ampunt of 50 wt. % or

greater; and (c-4) crospovidone . 17. The

pharmaceutical solid preparation according to o
12. A pharmaceutical solid preparation comprising:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4-(2-methyl
benzoylamino)benzoyl]-2, 3,4, 5-tetrahydro-1H-benzoazepine and/or a
salt thereof;

(b) hydroxypropylcellulose containing a hydroxypropoxyl
group in an amount of 50 wt.% or greater; and

{(c-2) carmellose.

13. The pharmaceutical solid preparation according to
claim 12, wherein the content of the carmellose is 7 to 15 wt.3%,

based on the total quantity of the pharmaceutical solid

preparation.

14. A pharmaceutical solid preparation comprising:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4- (2-methyl
benzoylamino)benzoyl]-2, 3,4, 5-tetrahydro-1H-benzoazepine and/or

salt thereof;
(b) hydroxypropylcellulose containing a hydroxypropoxyl
group in an amount of 50 wt.% or greater; and

(c-3) sodium carboxy methyl starch.
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15

claim 16, wherein the content of the crospovidone is 2

to 15 w.% based on the total quantity of the

wWEb@siseeut i cal solid preparation. PCT/JP2008/061686
—-47-
15. The pharmaceutical solid preparation according to

claim 14, wherein the content of the sodium carboxy methyl starch
is 0.5 to 15 wt.%, Dbased on the total quantity of the

pharmaceutical solid preparation.

16. A pharmaceutical solid preparation comprising:

(a) 7-chloro-5-hydroxy-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyl]-2, 3,4, 5-tetrahydro-1H-benzoazepine
and/or a salt thereof;

(b) hydroxypropylcellulose containing a hydroxypropoxyl
group in an amount of 50 wt.% or greater; and

(c-4) crospovidone.

17. The pharmaceutical solid preparation according to
claim 16, wherein the content of the crospovidone is 2 to 15 wt.%,

based on the total quantity of the pharmaceutical solid

- preparation.



