DESCRI PTION Title of Invent ion QU NOLI NE DERI VA1l | VE- CONTAI NLNG
PHARVACEUTI CAL  COMPCSMON Techni cal pjidghepaiiBRP1] The present
invention relates to a pharmaceuti cal conposition conprising a

qui nol i ne deditlefiwxentiersef ul as a nmedi canent More specifically, the

present i nve@m‘ ﬁrﬁﬁv ; PEW?@E i din
di ssol ution of a gﬂilﬁno meAmmwﬁa phar mace %%WBE%SN

accept abl e sdkthnidabkiedf or a sol vate thereof. BackgroundArt 10[ 0002]

A qui yol i ne ivative repr.esent ed the formula (1) or..a ..
phar ma%geut i Cgﬁ))ﬁ/] a eeﬁfeg??énvs‘?ﬁtfofl ?]ﬁggé%ia P}Pnﬁacg‘&%fcénﬂoﬁ@?%ﬁ?mpﬂsmg a
(her ei naf t er quisblierdedvdtie, asefiuasroiidieanstat.i Widre \pectflchlly, BRSPS IRAYD
to have a po%‘ﬁﬂ?ﬁ%ﬁ an&iﬁ%ﬁenesi i nhi bi to]gé)é gﬁ‘ﬁ{t ‘g}’atﬁ?t Literature 1)
and a c-Kit dea Bt PoRpesLion IpRy sjolutien pi a @inofinedesivatiye be
useful as a phereRtcNQIPicciiidlARetEcef RE8ladBabsast various tunors
such as thyroid cancer, |lung cancer, nelanoma and 15pancreatic
cancer, and 28°KgowR4AR:t atic inhibitor against these tunors: Cl

wher eion, R {6002 hndqedidie Aeiverebrbsdited! I%Vme%ﬂﬁﬁa@ &t a aceutically
cycl oal kyl group;..and R2 is a hydrogen atom or a meffoxy qgroup. :

[0003] Howev &fceptiie sk therenfione seliats (harepl/Gereinpfisr aeferinsdn 48 quinoling derivative

degr ade unde [ FR VA } of- bl l QRS e
formul ated i Q%Q_S a%ﬂg%n%%ec g’?te %%hn%ggiﬂf %]ﬁﬁlgﬁqﬁya ?('F%%l#iﬂﬁ%%ﬁe%ﬁ%d
phar maceut i calclsibKpasiipibitpra pEor Gstentol.irature 2) dirds oobeutsefihaond piekentive or

qui nol i ne degy i aéigﬁq,g}]- I: osition. that i
an active i ng:[reiéglédg%t%g%§ e ay%%%@%%@%ﬂ 3%01 ?aﬁ(éenélbqlqng@@a%f
t he cdénposi t panreatisrcapred end asen oestetmighibitoe sgainst thdsk enmors: a
pharmaceuti cal conposition which includes the 25qui noline derivative
(1), (1) a conpound, a 5% (ww) a&lieous sol ution or suspension of
whi ch has a pH of 8 or nore, and/ Esili ic acid, salt thereof or
sol vate thereof has been devel gpt Mperature 3). Citation
Li st Patent Literature [0004] Liteflature 1. WD 2002/ 32872
SPatent Literature 2: W 2004/ 08Q462 Pate@t Literature 3: WO
2006/ 030826 Summar { echni cal Probl eg‘)[ 0005] However,
devel opnent 2 a pflarmaceuti gal conposition further’ excellent in the
10 di ssol ution™g§~"t he ¥g, derivative (1) has been desired.
Thus, the preseml invg is pined at providing a pharnmaceutical
conposition that is e ent _#n di ssol ution of the quinoline
derivative (I) sl i s ai nt & ned even after long term storage.
Solution to Problem 0006] The present inventors have intensively
studi ed in oiern B Bahydogineatgm, e sy Satmuea Grdysoaly emupghy RA ave
di scover ed tﬂﬁdr&%éﬁfa{ogi’ér%ﬂe%xf?%o&w coul d solve the problens and have
S :

conpl eted the” présent inventio Specifically, the present

i nventi ;’)_n pr Hﬂﬂoa]esfbhlevemotheoqﬁim@inaldnﬁv@ﬁflaphas[ beh ;ﬁhmdnﬁc&agtﬂtdeg]hnger
conp i on - : : 1) a, cogpo r.epresent ed by
t he 192? rmul a ?%ﬁ% %gcrl mheeuti %oé?“zleycogg{g%%t E’B‘Fne?%ﬁ@%@ ]f‘tﬁ& Blfrmegeutical

sol vat e t her eafipdSition. In addition, when the pharmaceutical composition absorbs moisture,

dissolu_ﬁon of the quinoline derivative (I) fiom the pharmacentical composition that is an
active ingredient may delay because of gelation on the sirface of the composition. n
order to overcome these problems, a pharmaceutical composition which includes the
25 quinoline denivative (), (1) a compound, a 5% (w/w) aqueous sohttion or suspension of

which has a pH of 8 or more, and/or (2) silicic acid, salt theréof or solvate thereof has been



wherein Fe is a hydrogen atom a Cl_6 al kyl group or a Cm cycl oal | cyl

group; and R&%ﬁgéd%‘g ogen atom or a nethoxy group; and (2)
a basi c substanc % T‘ e coj;rpositi on according to [1], wherein the
basi c substaﬁ?!teﬁqnsh& carbonate. [3] The conposition according to [2],
wherein the ?Qij n.al kaline earth netal salt [4] The

conposi tion accor 0 [3], wherein the alkaline earth netal salt
i's a magnesi [H¥04al PatthﬂcraIarb&iWﬁhEﬂﬁﬂBf&S?[zS] The conposition according
to any one of [1] f i pther. ing a disintegrating agent
5[ 6] The conpositi o%q%{%gm“ﬁg Q@?@%ﬂwﬂzr ein the disintegrating
agent is carnel | osPatanTitamtire 8ANDSI00OOF0LEI ci um car boxynet hyl starch
sodi um crosgamﬂ I os&ﬁs gl um | ow substituted hydroxypropyl cell ukse
or crospovid . b Bhposition according to any one of [1] to

[ 6], wherei nTRhnicsl Boblydr 0gen atom a nethyl group, an ethyl group,
an n-propyl qr or a cycl opropyl_ grou 10[ 8] The  conposi tion
accor 8 [ ngyt O%Q%jpoﬁéw%‘fen ?3‘13108@31%# %hﬁélg%ﬁuﬁc C%mp@lﬁaﬂg}%&lplzﬁ#@byﬂmthe
grougo [ 9] JBRNAGHNHAEE GliPAnAdkpioste NYhiDedesRRE &

wherein R2 is a_h dro e&r‘l atom a rretﬁg roea or a%iet Rfegenk%mﬁoms
[10] The confst# @rmlmﬁ!gﬁce@cawmmmh@fthfm; ex@ﬂ@r@]m dlsmhmenrmfﬂié

is a hydroge@'HWI5 LA TRe Q%QE :98 to any one of

[1] to [10] erelgér?vt%%héﬁg@nace% g\;by ac&% alt is

hydr ochl ori d&lumm%ohitmde p-tol uenesul f onat e, suI fate,

rot henestl TomE) O RaReRLATALE iekdgh T FRTRERS LON 255050

20r egbesent estiye et oupmisingly hivesiistverddl the aonfiguration below could solve the problems

(cycl opropyl [ xy) 7- met hoxy- 6- qui nol i necar boxam
AR R e B e

i de met hanes ona Pfects of Invention [ 0007] The

phar maceut i cal conﬁpﬁelﬁ:ﬂlyﬁhﬁmﬂﬁdmﬁnmﬁ@iﬁwde@ﬂﬁmﬂomgﬂ>®@@bl ent in
25 di ssol uti ui nol | ne de ivative which is a principal
agent, and |@ﬁlal so}\é’gﬁr&lﬂf pﬁaiqu:lpaﬁ ﬁ?ﬁpﬂﬂ“énto a living body. The
phar maceuti cal COm@%Id)mpﬁhnd&eﬁéssm@bﬁhﬁrmm E2phaBRRRRAR At
i's i ntai ned _even aft | ong_term storage. Brief description o

dr awi“fgs salt the fﬁ["@@@@"“?ﬂjﬁm"fl shows the dissolution profiles of the
conmpound A fromthe pharmaceutica 30COITpOSI tions obtained in
Exanples 4 to 6 and Conparative 5 Fig. 2 shows the

di ssolution profiles of the corrpond ANf rom\g he phar maceuti cal
conposi tions obtained in Exanplé nd\C%hpar ative Example 2.
Fig. 3 shows the dissolution pa s of fthe conmpound A fiumthe
phar maceutical cogpositi onsy alned | n%xarrpl es 10 to 12 and
Conpar ati ve Exanplg 3. Fig. 4 shows the disgplution profiles
of t he conpou ar maceuti cal conpositions obtained in
Exanples 13 to N and par atthywve Exanple 4. Fig. 5 shows the

di ssol ution profiles congound A from the pharnaceuti cal

wherein R! is a hydro gen atom, a Cy¢ alkyl group or a Csg cycloalkyl group; and R?
represents a hydrogen atom or a methoxy group; and
(2) a basic substance.
25 2] "The composition according to [1], wherein the basic substance is a carbonate.
(3] The composition according to [2], wherein the salt is an alkaline earth metal salt.



5conpositions obtained in Exanples 16 to 17 and Conparative Exanple

5. Fig. 6 sh t hendigasibbh Qb o Etrg]F ogj&gﬂ fromthe
phar maceut i cfaltll}sco_rrposi ti ors15_ obt aoi n dﬂoi ﬁ?’E%rrp gfel ang(%e@lnlﬁlae’%g]f?l{;lé 4
Exanpl es 7t hm@gnesium salt giagalcipmsAlbws t he di ssol ution profiles ofthe

conmpound A frgmth t . it t ajned, i n Exanpl e
15 and Compaldt | ve Tk SASfREEE & Rind QTRAT obe BETLOR PRRun rinhebe
[ 0009] The pHamicgwbugdged! conposition of the present invention neans
a compositiop,conpid sing t.he qui k.ol | derivative (1).and a.basic
subs {ng nce as ﬂ% sse n?illez+oulg’ﬁ ggl{r?%loﬁgﬁoﬁ@ls‘g {025 hi eﬁ?&%%#%tg%%“%%ﬂ&a @eRses
derivative ($ydiamdatietoseasicitns virsdxametyl Sarclbstidiing chtaritliisé &Rt low-
normal | y 1:0..‘-‘5 t.0 referaﬁl 1:1 to 25, further prefersably :%Wto
12. 5. 15[ 0018} S?W‘g%’d’f%%ﬂpﬂ%? Wgﬁ?ioﬁﬁfo? O%F the quinoline derivative
(1) with respgct tDhd pnpositicd acostighto efy reofifipo TE Mhkiemat! is a hydroge
conposition étgxcl ud r‘i%’oa capﬁlﬁe shell) is normally 0.25 to 50 wegg?ht
% pref er abl §FO8: FTERYIZEOURAN G B5UDs Fy7-PrepYlgraup 8F a%yclpprepylatonp. 5 wei ght
% [00%1] A nigji Ng TH @nBbsithPackRShE 1o The BER] W i

total wei ghg[ggf t he phggﬁgceuti calgcorrgosi ti"g]n |[Zﬁ§%l§1%rr§|q?t§s a%{cgjgg)gyl
wei ght % pr&PEPably 5 to 50 weight % 20 further preferably 10 to
40 weight % | east, Basd & f -gpveent i on nay
be i ncl uded ﬁ]] he T obotdc giﬁﬁggﬁp&g’g?%%ﬂe%ﬁgf%%?I{rfvolrgé‘théfg'?%%l
subst ances niipmat Bethey grevplonereahoxy group0012] A dosage form of the

Cah a5, or anhibe.  TreergPRuBPaEbThel, ufy BRI TP bRl HEoS hvieen ¢

pr ef dbabl y 28Pime granul es, granules or capsules filled with fine

granul es or granul T i nal.i ne, derivatd ( is.a .
conpound di SE]IIZsed??en ({R%?’ég%% gg@%ng %Dp?%}? er'sbP [atie[ﬂobi)%e“’hemm the
derivative (pharinsceatioqlly rncieptable dalt i iw dtyidwehlotide Hatimbonidy i ealueiesulfonate,
accept abl e Sa&l{’atet hgtﬁaen%fmfor tsoI ate.thereof selected fromthe group
consi sting of , I1 sultonate or ethanesulionate.

4- (3-1 1 uor o- fir2f cy cIThe camyokidith BROAINIADNY aft BO P8 PKY,) wilerdix HERLRPSMEL h
oxy) -6- 30qui nol i necar boxam de )

4- (3% 10r o- BPFESH%pr opPf ani nB€ar borfP4ai nopHBnoxy)is7- methi@ejlog-4-
qui nol i necar hg¥ie Fﬂamm ocarbonyl)aminophenoxy)-7-methoxy-6-quinoli i

4-(3-chl oro- 39' gﬂg pr opyl ar%)i nocIa)lr boﬁ?l ) am r?gpﬁleurlll(ljokl;}%c?r??}%a%crlenet hoxye
t hoxy) - 6- qUiICHBISSHEREEHoxani de,

4-(3-chl oro- ﬁd@%éﬁggmmﬁ@({nbonyl ) am nophenoxy) - 7- ( 2- hydr oxyet h
oxy) - 6- qui ngl i necar boxam

de,
4-(3-chl or o- @Op@cﬂb%rnbﬁmaa;ﬁ%d@m@ﬁtm &k theo ppiserd xigyention (i 8eclle8- in

5di hydr oxypr gRydes @1’5 j X . . .
4-(3-chl oro-4- %drlret hé]ﬁge' nodgg‘%%égﬁ%)ég% noé’hean n)?ﬁ -7 ?r%ttaﬁgxﬁsg%cﬁpq%ﬁ n
ecar boxam de absorption mto_ a living body. The p_hannaceutical composition 1s also a phanpaceut@cal
4- (3 chi Om 424 abibAFRIOAARARR LA M RRREAR Wbkipd - Mt hOXY- 6~ qui nol T nec
N6- et hoxy: 4 ByRf ddstripton4f dxiapigsy | am no) c, ar bonyl ) am no) phenoxy) - 7- et
hoxy-6- qui ngligecar boxam de, .. . - .
1047 (3. ci'or SRBL oy SRS I dseoimionPingity of LR PIHER Gy be prarurcrgiesie
hoxy)306- qui nabpeiioasdbtik@dindeamples 4 to 6 and Comparative Example 1.

aul e Loy P ony | BiE Mot LR ARG SRS S Lortpchiad Ko e Harmasestonl.
N (2- }‘ | uor o- dorhféitieay dbairey ir FxafBleP¥)o ArQipahiemsybrheny1) - N - cycl o
propyl ur ea, ) ) .

15N6- ( 2- hydr oxyet hyi8 3 shops theisspbgion ppitemsyk the srmpsynd 4 fom) berpisonarkitisslaj
no) phenoxy) - 7- met hoxy- 6- qui nol i necar boxam de,

4- (3-chl oro-4-(1-propyl am nocar bonyl ) am nophenoxy) - 7- met hoxy- 6-

qui nol i necar boxam de, '

3



[ 0015] A particularly :preferable qui noline derivative (1) is

4- (3- chl or 04 compositions obtained in Examples 1010 12 and C mparative Exampl
(cycl opropyl am Ir)loolcar bonygalnqi nppﬁg?]oxy) - %I}me? ozy-V%- )(%?%%?'i necar boxam

deor 5phar nacol ogi Ei 4 shose dhepisspiition peoifdes pfibe eapfipound ddtonathe phaveneatcal

[ 0016] The p%}gﬁg i b BEE g% : t invention
means hydroch I e#gﬁi?;%%lreoér om giegg ?%l)tqg?%deén% Pgﬁg'?ietgﬁegﬁl fate,
met hanesul f onat e oFige’ stwhe gldiseniation profites pEthp cafymuad Wyfidribe pharmaceutical

met hanresul f o s . , |l vate of the present invention
msans%ﬁydr at g%ﬁ)ls 1%@@3@3%&%513;@@2%?%0 %@%ﬁ?“%ﬁ%ﬁd sol vat e.
[0018] The qui nol i Rig. Glshoive dteidiseolftion piciley vEthecaioynd Adfoystha bhafnadduial t
of 4-(3-chlorg-4-.. . . .

ide, or a solvate i e y
preferred quinoline cryst le 4-( 3- EI e0-4- derivative(l)istheCForm
15( cycl opr op%WWB%@H%&%Hﬁ@%&WPm%Emﬁ@%é(g-noI i necar box
am deonet hanpestripaeRbEEmbsidhedts The quinol ine derivative (1) is useful
as a preventive or peutic agent  agai nst various tunors and as a

her a | . :
met ast asi s i HIPB ¢ 3he BpEracspicRl ABIPESoRhheemess Rt HEtio stns 2agmipnsition
whi ch the quidifhisie meqdneihd ¥ivhtvl 0 Sneh B&f& guﬁﬁaﬂceﬁé é@&ﬁﬁ%&i&m.
cancer, non-snull-cell 20 | ung cancer, nelanoma, [aryngop ryngeafd‘
cancer, esopagemrElie ahbeingine dervative 4P evd the besiconibeansk ischn dwof liigktbo
cel | ular car GLaQp1 08, pieftlebiy %2 600 Miher REAGHHAL 6 1530CCT . DI adder

cancer, breast cancer, uterine-cancer, o n ¢ancer, prostate
canceld, test [BUflar Incadddion, 2 mixie rgk of e giineine dexdrative Quwith resywat to digtotal

osteogenic s : I - ] el oi.d | eukem
neur oma and EVE T ﬁl?%%ﬁ?%%g%hég%@ﬁg%ﬁ%%%%# ?‘?’@a%%g%m
i nvent i on neabweightSagireferaliy8.q arilSovedgt Vo, Buthdr phefisitdy | rol2gaumdight sal t s

i ncl ude bery 0| m gar ho at e, esi um car bopat e, calci ml%ar_ onat e,
strontium catdo(%;jatg\,%n i dm ocfgﬁ%gﬁéc’[%{ SEE A8 {?Fﬁ%ta%btg‘?\g‘%tﬁ,w t of the
hydr ogenphos pheaaceatieil inpasificmis oxingdly 11td 60 Svelphe ¥ pastrblps trb(cabibnes,
earth, nretal salt of c%b i,c,acid, fl#th e{ referably magnesi um
car bdtrat e or TPl a?@&%é&é’?ﬂ%’é[m § EFSE g bepis subsanes, oh Hicepressnt
further incl igentendhsi bé @gludéd BOtha GBRdmabdtitd @oRPaHEBRC 8H S 8F more basic

conposition of the present .invention. Such a disSintegrating agent

i ncl ude com ﬁ%?g’ﬁﬁ?lﬁq melndgd e gel ati ni zed starch, hydroxypropyl
starch, canngioigse A EaaReid B 1ROsHatthce itk 'BiipSSEorC S ;
car boxymnet hde s%)]:lrch sf)]gc?i um_ croscai ma?l ose gdgdi um éﬂIeovaéég?ﬁE)I'lsetmlmt ?Jts%h&
hydr oxypr opy PEBIFHANSYE a5 ghnbles Spo Frerbetablets of eappilestaad sty  {tHiepreferably
croscaft mel | 0gge SO Bradults ol @ It | cel l ul ose or
t he crospovi do?le. ’ [_00.2%] .H%Hp a_r&ﬁ%ﬁ(%g??%{%%&%%%g%{ti on of the
present i nvefiGlaln Ahs gweolise dervete Byisa dempomndndisdhusel] BUBID 20028287t had

Phar macopoei B P eheh a7 o SRR AL AT o Pl oo BRI S Bye

t he granul e, sdltthérepfposobiatsiterdofseledidd fioméhegrpipentsisting bf nder, a

- disintegrati agent,, | vent or. the l.ike to ui nol | ne
derivative (%b Zlg&ﬁée (IJP%%IPS ImoFarhg ﬁ%ﬁ”f‘%%%ﬂj?&rﬁ%@?’fygh?xyé‘ﬁt r udi ng
gr anuCat i on, quincinecantgpxgmaaul ati on, fl ui di zed- bed granul ati on, spray

lation, ,or the Jjk t e | taple t
O ot e e S b SRS Bamehbnb i) T e © 1°

derivative ( hlneligcatoxaddeti ve such as corn starch, microcrystalline

cellul ose, h 0 ropyl cel | ul ose, nethyl cel | ul ose or
ponvinyIpyr%gﬁfﬁ%ﬁﬁL 1%EmggFEVFﬁamﬁéFéwqﬁﬁmﬁq%ﬁﬁ%ﬁﬁgﬁﬂﬁﬁmﬁﬂ6%nder
such as saccharose, hydroxypropyl cellul ose or

hydr oxypr opyl nmet hyl cel | ul ose on a core material such as a purified

sucrose spherical granule, a |lactose/crystalline cellul ose spheri cal
4




starch, hydroxypropyl starch, carnellose, carrnell ose sodi um

cannel | ose cglpbiiRatcRiBRXy et hyl starch sodium croscam ellose

sodi um | ow substituted hydroxypropyl cel | ul ose and crospovi done.

[ 0028] Exanp Hé%cld@ror%@yqlqmpybmocmgwnaémqﬂgn@@—m-by@mﬂmy}ﬁ earic
acid, calcium,; 1. S0di um stearyl fumarate, talc and nacrogol .
[ 0029] Exarrpl%lgo%l%&?%og&gﬁ%’i - oxi di zi ng agent include sodi um ascor bate,
L- cystei ne, $ddchlpostlcydlapsgpylaninspirbemylamimdpleogtye 24(2582,8¢ hi n [ 0030]
Exanples of i i itri.e acid, ascorbic acid,
tartarSFc aci gﬂﬁdn@?}{p(%dpg@%'éﬂ‘g‘lﬁjﬁ%g%@ @sul fame pot assi um
thanmatin, sdgghidoiont-GmthylamnodarbatyBsminophed@)-yaptiokpicauidlifcarbOEnidy,
gl utamat e, sqdi 5 -iposinate a sodi,um 5 -quanyl ate. [0031] .
Exanpl es of ?’&%“%?8’1064?‘:8&‘8‘318&8?&{ W@?@Y’M&’f’%@@? prrboxamide,
sesqui ndde, NoafetlEagBeklombel-f@thliaiin hyTRedino)shaAeKy R E-mdit 1 avin,
food yel | ow No, .and%{xoo% blue No 2. [0032] Exanples of the tlavoring
agent i ncl ud8PEREHEFTEGr ange oil, menthol, peppermint oil, boneol
and viani | | a fil(a¥Rero RfidoRRBehyABRoHASENY-(3-BMeRLIngR ). | | be
described in nore detall below with reference fo anpl'es, "but is not
limited to tAEDEHRSFARoBENIdR.0034] Exanples 1 to 3 Wt granul ati on was

perforned W sl puddp@slat@iofarte 12_@%}(&6 usbh gL tﬂﬁfé:- 0 shear
gr anul at or (gg_pa_r at l%@ga_ne: %EIM@ 10, nan%}]")gzeurg%xgil P zlérex
Cor por at i on) diPelpesaoxeniler m cryst al  of

4- (3-chl or 0- 4y fC 1A '%Hﬁ I i . e

nmet hoxy- 6- quﬁ]glq?ﬁ%%aogﬂ(%g%gﬁe e?met gﬂ%s(%]@l %ﬂ%@g\r{%i gryg%op eF yl}“g?’er red
t o aslSconpoud-2-hpgroxypthybn(3chlbro@-{(Eydoprepybmindearionplamin@ plekdxy)-7-
precipitated i Wl rade nanme: VWiiton F, Shiraishi

Cal ci um, hyé#@f%?%%@%%@g&( HPC-L, Nippon Soda), |ow 25
substitut ed Hy@hchrypptQpyénykitdindeabeny(ytmmdphenayp 7-niethdREG6( LH- 21) ,

Shi n- Et su Chem 8‘%1'53 ‘t?orid ran crocrystalline cellul ose (trade nane:

Ce, ol us PH 18E],n ani S€& Chem cals) according to the fornulation
proporti ons 4r3-tabloet-tis-2Thergeyaloplopdarainosstioail)atnifitpheiony £7-seMmb8ns- Was
reduced to be less than 2% by further drying were sized using a
scre mll S'H‘re fre: Power M 1| P-043, manufactured by Showa

Glcen |a) soigmehyldhBichloR0l-YleidsprEpythinaft)éLoony MRlif)piRsshram 1 tom
Then, mcroc(rg%/ TG chlo o (%_ade narre.yOeoI 32 Pﬁ}?g Asahi

tallin el | yl os 02,
Kasei Chenic %O’%QEPXY' ‘%‘m(‘oc%P ofppNdeand - Fi |l er 17, Iwai Chenical s
Conpany) wer e@EEeBRg-4LQ-chiBR-A{(@aF RN R S IRAERIH 9. 6
formul ati on pr_opf){?}?i o(gs? in Tgﬁlﬁg 1, 2%%1 the MX@E%%\Zg;t }(?r(gughly
mi xed usi ng A@PHEEAbSANIdEUNDl er -t ype) mi xer (trade name: 101120L .
Exchapge- t ypegohyblaen 3 r T Pagki "
o (B eaE MRS By (B0 bl g daateor

Cor por ati on). capsules size #4 were W th

resul tant gr ahumeeolegically @prgpleble aplt theesst corsokata| thageof Telectednfionm the Agroup
[ 0035] [ Tabl %oﬂs}stin . 1 Ex. 2 Ex. 3 Conmpound A 1.25 5 12.5
Precipitated cal cium carbonate 33 33 33 D-Mannitol 19.75 16 8.5
Hydr oxy pr opy He@ichlotogbénethyBnindcahergliasinophened)-Ayttmxy Hrouinplicetbikense,

4~(3-chloro-4-(ethylaminocarbonyl)aminophenoxy)-7-methoxy-6-quinolinecarboxamide,

30 4-(3-chloro-4-(cyclopropylaminocarbonyl)aminophenoxy)-7-methoxy-6-
quinolinecarboxamide,
Né-methoxy-4-(3-chloro-4-({(cyclopropylamino)carbonyl)amino)phenoxy)-7-methoxy-6-

quinolinecarboxamide and



25 25 25 Mcrocrystalline cel lulose (PH 101) 10 10 10
100 sUnit - wery s I i el e} etk o5 1 1o
2 The qunposeaboAamide.eci pi t at ed cal ci um car bonat e,
oo et RS SRR, SR SR ek 18 P s
formul ati on frydpaopylamisodatoiialatnoghantgy) TabttBoxy-6-iafinadeinG8e Si 2€,10
#3 wer.e filled w t0 1C0 ngeg%‘é%%e re %I t?nt | Xxtures to prepare
capsuPes in ARG, b SOFP tive Exanples 1 to 2,
Ec‘g' the sam H“g‘iﬁ%ﬁ o7 Trabl o oy T e, s AT ShEAd Hhahed
mpound A 52¥irechistige. o chydrobeomide, ¢ arelugrasefongien asdfay, 5 methanesulfonate  or
ethanesulfonate. It is preferably the methanesulfonate.
[0017]  The solvate of the present invention means hydrate, dimethyl sulfoxide solvate or

10 acetic acid solvate. _ : .
[0018] The quinoline derivative () is preferably a crystal of a salt of 4-(3-chloro4-
(cyclopropylaminocarbonyl)aminophenoxy)-7-methoxy-6-quinolinecarboxamide, or a
solvate thereof disclosed in WO 2005/063713. A particularly preferred quinoline
derivative O is  the C Form crystal of  4-(3-chloro-4-

15 {cyclopropylaminocarbonyl)aminophenoxy)-7-methoxy-6-quinolinecarboxamide
methanesulfonate,

[0019] The quinoline derivative (I) is useful as a preventive or therapeutic agent against
various tumors and as a metastasis inhibitor against tumors. Examples of the tumors
agaiost which the quinoline derivative (f) is effective include thyroid cancer, non-small-cell

20 lung cancer, melanoma, laryngopharyngeal cancer, esophageal cancer, gastric cancer,
colorectal cancer, hepatocellular carcinoma, renal cell carcinoma, pancreatic cancer, bladder
cancer, breast cancer, uterine cancer, ovarian cancer, prostate cancer, testicular ca}lcer,
gastrointestinal stromal tumor, sarcoma, osteogenic sarcoma, angioma, malignant
lymphoma, myeloid leukemia, neuroma and neuroglioma.

25 [0020]  The basic substance of the present invention means a basic inorganic salt. Such
basic inorganic salts include beryllivm carbonate, magnesium carbonate, calcium carbonate,
strontium carbonate, barfum carbonate, potassium carbonate, calcium hydrogenphosphate
and titanium oxide. It is preferably an alkaline earth metal salt of carbonic acid, further
preferably magnesium carbonate or calcium carbonate.

30 {0021] Itis also acceptable to further include a disintegrating agent in the pharmaceutical
composition of the present invention. Such a disintegrating agent include com starch,
partially pregelatinized starch, hydroxypropyl starch, cammellose, carmellose sodjum,

carmellose calcium, carboxymethiyl starch sodium, croscarmellose sodium, low-substituted
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62 62 62 62
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[0022] The pharmaceutical composition of the present invention may be prepared by a
known method such as a method described in the General Rules for Preparations in the
Japanese Pharmacopoeia Fifteenth Edition.

[0023] Forexample, in the case of the granule, it is possible to add an excipient, a binder,
a disintegrating agent, a solvent, or the like to the quinoline derivative () as needed, to
perform agitation granulation, extruding granulation, tumbling granulation, fluidized-bed
granulation, spray granulation, or the like, and to prepare it. Tt is also acceptable to be
coated with an atomizing agent containing the quinoline derivative (I) and an additive such
as com starch, microcrystalline cellulose, hydroxypropyleellulose, methylcellulose or
polyvinylpymolidone while spraying water or a solution of a binder such as saccharose,
hydroxypropylcellulose or hydroxypropylmethylcellulose on a core material such as a
purified sucrose spherical granule, a lactose/crystalline cellulose spherical granule, a
saccharose/starch spherical granule or a granular crystalfine cellulose. ¥t is also acceptable
to perform sizing and milling as needed.

[0024] Itis also possible to further, as needed, add an excipient, a binder, a disintegrating
agent, a [ubricant, an anti-oxidizing agent, a corrigent, a coloring agent, a flavoring agent, or
the like to the granule prepared in this way and to compress it to be a tablet. A required
excipient may be added to the quinoline derivative (T) to directly compress the mixture into
a tablet. Itis also possible to £ill a capsule with the quinoline derivative (I) added/mixed
with an excipient such as lactose, saccharose, glucose, starch, microcrystalline cellulose,
powdered glycyrrhiza, mannitol, calcium phosphate or caleium sulfate, or with the granule.
[0025] Examples of the excipient include lactose, saccharose, glucose, fructose, starch,
potato starch, com starch, wheat starch, tice starch, crystalline cellulose, microcrystalline
cellulose, powdered glycyrthiza, mannitol, erythritol, maltitol, sorbitol, trehalose, silicic
anhydride, calcium silicate, sodium hydrogencarbonate, calcium phosphate, anhydrous
calcium phosphate and calcium sulfate.

[0026] Examples of the binder include gelatin, starch, gum arabic, tragacanth,
carboxymethylcellulose, hydroxypropyleellulose, hydroxypropylmethylcellulose,
polyvinylpyrrolidone, methylcellulose, partially pregelatinized starch, pregelatinized starch,
polyvinyl alcohol, sodium arginine, pullulan and glycerin.

[0027] Examples of the disinegrating agent include cormn starch, partially pregelatinized
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Test Exanpl e | ssol ut1ons of the conpou
capsul es in Exbogpyirethyld t eta®h andodiompar atosseendiloagpl esdidmt 0 Bvneibstitted

exam ned accrding t Di lLution Test (the Paddle 5 nethod, test
medi um JP1 g%qq% [ BOR?ICEJQSOE?%E%S‘?O#@H% Japanese Phar macopoei a
Fi fteent h Ed{G028N. EAanples efSthk tiubricle intihsiohagnedns sidaratd) stea@miod nelcAnd N
t he capsul es in Conparative. Ex |.es to 2. in which no cal cium
car bo%gt e m?ﬁ%@@“ﬂﬁ%@%ﬁ@ﬁ%’a%f’ m3F08hnt r ast , the dissol utions
of | t he corrpg{ow}A ERarhples G%ﬂ@%&%md&ir%x%gﬁﬂ ﬁﬁlilée ngdi%p ésﬂozrgﬁﬁ, g_l(t)lc[;%stgjilg]
cal ci um carbonate was m xed, re go i g. an i g. :
Exanpl es 10 f“?ﬁ%?"ﬁ%&ﬁﬂﬁ? lé‘gﬁ%ﬁﬁé@% to 4 The conpound A,
magnesi um caFmg t BxAOVEF () @iigent indRGRIGHIE Yidid, As8bR YRR daftdtceid, malic
hydr oxypropylcellul ose, D-mannitol and talc were thoroughly m xe%l_
using a nort &fdaAtPaEaRR steBlame opashg s dhavmeli, o pavtean et odipptadsums
in Tafy e 4 apfcdalligid sodkid] SumaRs Whdism SLi&ithd N ESkh 5'%%%% Wed 0 100 ng
of the resultant mxtdres to prepare capsules i n 15Exal 85710 to 15,
Capsul es in ¥Rphr Eximplessidhe fdenng agentanclydsi tanian rexisienienh ssequinizieesinim
carbonate, wereak b : | el
car bonat e, Weku8liseydit ARANESD%HE AR TRLE9ow 80 4 tha k8 BhENED.
{0032} Examples of the flavoring agent include lemon oil, orange oil, menthol,
peppermint oil, bomeol and vanilla flavor.
15 Examples
[0033] The present invention will be described in more detail below with reference to
Examples, but is not limited to the Examples.
[0034] Exampleslto3
Wet granulation was performed with purified water as a solvent using a high-
20 shear granulator (apparatus name: FIM-VG-10, manufactured by Powrex Corporation) with
the C form crystal of 4-(3-chloro-4-(cyclopropylaminocarbonyl)aminophenoxy)-7-
methoxy-6-quinolinecarboxamide methanesulfonate (hereinafter referred to as compound .-
A), D-mannitol (trade name: Mannitol, Merck), precipitated calcium carbonaie (trade
name: Whiton F, Shiraishi Calcium), hydroxypropyleellulose (HPC-L, Nippon Soda), low-
25 substituted hydroxypropyleeliulose (trade name: L-HPC (LH-21), Shin-Etsu Chemical)
' and microcrystalline cellulose (trade name: Ceolus PH-101, Asahi Kasei Chemicals)
according to the formulation proportions in Table 1. The granules of which a moisture
content was reduced to be less than 2% by further drying were sized using a screen mill
(apparatus name: Power Mill P-04S, manufactured by Showa Giken KX) so that their
30 granule diameters were less than 1 mm. Then, microctystalline ceflulose (trade name:
Ceolus PH-102, Asahi Kasei Chemicals) and talc (trade name: Hi-Filler 17, Iwai Chernicals
Company) were added to the sized granules according to the formulation proportions in
Table 1, and the mixture was thoroughly mixed using a diffusion (tumbler-type) mixer



Compound A 5 5 5 5 Magnesi um carbonate 0 5 10 20 Low substituted
hydr oxypr opy S _W iz%x 62 62 Grér]eg lc. 3.3 3
3 Total 100 h%gé %‘91@6%5@?"&%5% it e??’a?g Ex %Yg%? Egcking
Ex. 13 Ex. 1€orporation). Hard capsules size #4 were filled with 100 mg of the resultant granules to
prepare capsules containing the compound A.
[0035] [Tablel]

Ex. 1 |Ex. 2} Ex. 3
Compound A 1.25 5] 125
Precipitated calcium carbonate 33 33 33
D—-Mannitol 19.75 16] 8.5
Hydroxypropylcellulose 3 3 3
lLow—substituted hydroxypropylcellulose 25 25 25
Microcrystalline cellulose (PH-101) 100 10 i0
Microerystalline cellulose (PH-102) 5 5 51"
Tale 3 3 3
Total ’ 1001 100] 100
5 Unit: weight %

[0036] Examples 4 to 9, Comparative Examples 1 to 2
The compound A, precipitated calcium carbonate, low-substituted

hydroxypropylcellulose, D-mannitol and talc were thoroughly mixed using 2 mortar and a

pestle according to the formulation proportions in Table 2 and Table 3.  Hard capsules size
10 #3 were filled with 100 mg of the resultant mixtures to prepare capsules in Examples 410 9.

Capsules in Comparative Examples 1 to 2, which contained no precipitated calcium

carbonate, were also prepared by the same method.

[0037] [Table2] .

Com.Ex. 1 [Ex. 4 {Ex. 5 |Ex. 6

Compound A 5 5 5 5
Precipitated calcium carbonate 0 5 101 20
L.ow—substituted hydroxypropvlcellulose 30 25 20 10
D-Mannitol 62| 62| 62| 62
Talc 3 3 3 3
Total : 100 106| 10C{ 100
Unit: weight %

15 [G038] [Table 3]



Ex. 15 Conpoun 0 20 Magnesium car bonate 0 5 10 20

Low substi t uped—h epyteceHutose—30-2520-10-BD-Mnnit ol 47 47
47 47 Talc 3.3 3 3 Tot aI 100100 100 100Fomfx-2|Exdi |§Kt8 Bo{DP43] Test
Exanpl e 2 Compdtved 8li ssol uti ons of thelconpotmd 20[i n2the 2epapsul es in
Exanpl es 10 quckgtaqgmcampp@g@gdayee Exarrpl es 3ty 4 ¥feT §oEX 3] ned by

t he same net a M Test—Exan The—titssgl uuaﬁs—&F t he
conmpound A i -°Wh&ﬁﬁ$§iﬁ‘gam¥¥?r?9¥‘?ﬁw°:ﬂel ve Exa |pzé? £ 4,10 n whi ch
no nagnesi unjtMeboidt e was ni xed, were i nsuff#ii edt| | A7confifast, the

di ssol uti ons|mifc t he conpound A in the capsul esz|in §xarrpl es3fl0 to 15,

in which the agnesi um car bonate was 1 Xed, e”} 0] 0& po s 3 and
Fl g 4) [00 I:vowv\l as—I16+ h 17 ("_nnrpal at | Ve Hxg | St 2)

I_I\MIIH

10Purified water was added to the conmpound A, pr ec ﬁ'itt‘@t!%tl%cal cium
car bonate or [0039] TestExample 1
The dissolutions of the compound A in the capsules in Examples 4 to 9 and
Comparative Examples 1 to 2 were examined according to the Dissolution Test (the Paddle
5 method, test medium: JP1 solution) described in the Japanese Pharmacopoeia Fifteenth
Edition. As a result, the dissolutions of the compound A in the capsules in Comparative

d A2
d hyd

Examples 1 to 2, in which no calcium carbonate was mixed, were insufficient. In contrast,
the dissolutions of the compound A in the capsules in Examples 4 to 9, in which calcium
carbonate was mixed, were good (Fig. 1 and Fig, 2).
10 [0040] Examples 10 to 15, Comparative Examples 3 to 4 :
The compound A, magnesium carbonate (Kyowa Chemical Industry), low-
substituted hydroxypropylcellulose, D-mannitol and talc were thoroughly mixed using a
mortar and a pestle according to the formulation proportions in Table 4 and Table 5. Hard
capsules size #3 were filled with 100 mg of the resultant mixtures to prepare capsules in
15 Examples 10 to 15. Capsules in Comparative Examples 3 to 4, which contained 1o
magnesium carbonate, were also prepared by the same method.
[0041] [Table 4]

Com.Ex. 3 [Ex. 10 [Ex. 11 [Ex. 12
Compound A 5 5 5 5
Magnesium carbonate 0 5 10 20
Low—substituted hydroxypropylcellulose 30 25 20 i0
D—-Mannitol 62 62 62 62
Talc 3 3 3 3
Total 100{ 100 1008 100

Unit: weight %
[0042] [Table 5]

10



magnesi um car bonat e, hydr oXypr opyl cel | ul ose and croscannel | ose sodi um
(trade nane: Ac=Dr=Soi—Asahi Kaser—thenicats) E petorm-granul ati on
using a nortpd—and-a -pestle followed b bt |4r hf tlﬁ’ﬁ‘ﬂr‘?’baf’ gr anul es
so that thei|Cograynd & di ameters were |e$s tha®f|l . Tien, 20
m crocryst al |MdgResied Lathorae: (trade nane: | Ceol ugy|PH )2, ﬁ},ahlzo asei
Chem cal o) |- LRNSHBTL I IO OBy T e A e
si zed granul DeMabritel di ng to the formul alion pHdpordilonstiin Fabl e 6,
and the m xtoak was m xed thoroughly. Hard capgul egisi zg|#4 yere
filled with 530, g of the resurtant m x Ures,§d Pl ar toof Fap es in

Exarrpl es 16 to—1+ \,apaw es—tn wupou ative—Exafptes's hi ch
cont ai ned neither precipitated cal cium carbonate nor L@Gﬁ%&"@@‘l um
carbonat e bufppagnt @ig itol or talc as a substitute, were also

simlarly prepared according to the formul ation proportions in Table
7. [0045] [Table 6he displfions@fthe conposivdind capsties HOERMmples (1D tat £ dnd

cal ci um car bpg o

Hydr ogypr opylfrggl}p?m?ése %i g %%oﬁ{ggdlrjge ;(')lg&eﬁys‘%‘al atﬂl;rﬁlfaﬂlﬂ%asmTeStEmPle 1.
Low s@bstitu dissptitionsyqs thepypinpetmdud. s eZﬁpsQles Wl Conqerayise Bkdoigie 3 to 4,
cel lulose (Plﬁlfh}cgz)lo %ﬁag%&snlr?lc%rb%nﬁe TOt Al e%,o 10 insufficient. Inpjcztrasi thn:

dissolutions of the compound A in the capsules in Examples 10 to 15, in which the

magnesium carbonate was mixed, were good (Fig. 3 and Fig. 4).
[0044] Examples 16 to 17, Comparative Examples 5 1o 6
10 Purified water was added to the compound A, precipitated calcium carbonate or
magnesium carbonate, hydroxypropylcellulose and croscarmellose sodium (trade name:
Ac-Di-Sol, Asahi Kasei Chemicals) to perform granulation using a mortar and 2 pestle,
followed by sizing of th.e dried granules so that their granule diameters were less than 1 mm.
Then, microcrystalline cellulose (frade name: Ceolus PH-102, Asahi Kasei Chemicals),
15 low-substituted hydroxypropylcellulose and talc (trade name: Hi-Filler 17, I'wai Chemicals
Company) were added to the sized granules according to the formulation proportions in
Table 6, and the mixture was mixed thoroughly. Hard capsules sizé #4 were filled with
100 mg of the resultant mixtures to prepare capsules in Examples 16 to 17. Capsules in
Comparative Examples 5 to 6, which contained neither precipitated calcium carbonate nor
20 magnesium catbonate but contained mannitol or talc as a substitute, were also similarly
prepared according to the formulation proportions in Table 7.
[0045] [Table 6]

11



Unit weight % [0046] [Table 711 Com Ex. 5 Com Ex. 6 Conpound A 10 10
Mannitol 15 0 Talc 0 15 Hydroxypropylcellul ose 2 Croscarnel | ose
sodi um 10 10 Low substituted hydroxypr okl tejHxuibge 20 20
M crocrystal |d0Q{E0@erAU| ose (PH— 102) 41 #1 Tgfc 3R Total 100 100
Unit weight AV Exanmpe—3-—5The di1§>ui ut) ons of the conpound
Ain the capl%e ta O + o 17 hind 'BhnpaPhtive Exanple 5 were
exam ned by nesimecareamaed as in Test ExanPl e 15 The di ssol uti on of
t he conpoundHpdicRydrbiicemisel e in Conpar ative| Exapple 5, in which
nei t her cal ci-um o7 magnesiunf car,gprmatgl was ni xed, was
i nsufficient GE?‘.S"%%?.E?I?%JOE'U he—di s“" tH-HPhS ﬁ fhg compound A in the
capsules in nPedfu rop seh cal?8| umZ8pcar bonat e or
magnesi um ¢ wb@nat{etamceﬁhlxﬁiPHmze good (Hnp. %)
Talc 2 2
Total 100 100
Unit: weight %
[0046] [Table7]
Com.Ex. 5 [Com.Ex. 6
Compound A 10 10
Mannitol 15 0
Talc 15
Hydroxypropylcellulose 2
Croscarmellose sodium 10 10
l.ow—substituted hydroxypropylcellulose 20 20
Microcrystalline cellulose (PH-102) 41 41
Tale 2 2
Total 100 100
Unit: weight %

10

15

[0047] Test Example 3
The dissolutions of the compound A in the capsules in Examples 16 to 17 and

The
dissolution of the compound A in the capsule in Comparative Example 5, in which neither

Comparative Example 5 were examined by the same method as in Test Example 1.

calcium carbonate nor magnesium carbonate was mixed, was insufficient.  In contrast, the
dissolutions of the compound A in the capsules in Examples 16 to 17, in which calcium
carbonate or magnesium carbonate was mixed, were good (Fig. 5).
[0048] Test Example 4

"The capsules in Examples 16 to 17 and Comparative Example 6 were stored for 1
week in an open system under an environment at a temperature of 60°C and a relative
humidity of 75%, followed by determining the production of the degradants with high-
performance liquid chromatography. In the capsule formulation in Comparative Example

12



[ 0048] Test Exanple 4 The capsules in Exarrpl es 16 to 17 and
Conparative Ex t em unde
an envi ronrre%’)t(lﬁla o errpera%re g@g@%& ‘Qaﬁ%ﬁ]ﬁ%/d; ? of
75% fol l ovxeﬂlehiygrathnbms ivcmaged.hén mmﬂsmmﬂmapaiﬂeshﬂmﬁ@le&daﬂiﬁ iM\.fi}hch
hi gh- 15perf n |d chr omat ogr aph e capsul e fornmul atjon
i n Conparat i g%rr@ 8 TR RAT cﬁ‘l% ty%ars IE%F |nﬁﬁfl§r52}sﬁérh&?18quicﬂ% the
magnesi um caddzgmlaﬂttewaaﬂ)smede{mbleéa) anount of the degradants was

i ncreased. Iy nt t ~in the capsules in Exanples 16 to 17, in
whi ch%cal Ci uhoggr ;%E]f’g] or magnesi um car bonat e was rri xed, no i ncrease

i n amount of rthe—degradantfv rvet—(Tqhte—8) 00491 bl e 8]
Degradants (p4—Quantitated bﬁﬂwﬁ?{l‘iﬁﬁﬁm % (‘nﬁ H"t’ﬂ#‘?‘ﬁt?\d P(WOPP%AQ%) 1. 61%
98. 38% Com EpCorr@oqnm%tgﬂ) D8% Ex. 16 1.506648.50% Ex. 17 1.9589%|98. 44%

[ 0050] Exarrplcg,sngwsto 19, {onpar ative Exagm es 7 to 10 980@%‘9
respective i Ternmts Werg m xed accor u'l to—thefornut-att % of
Tabl es 9 and O by the samp—method-as—in g s-4 to0 9 2[‘? 0

Conparative Exatiples 1 to P. 10Hard capsiP size #3 were fHBHHEd with

100 ng of the resultant m xtures to prepare capsules in Exanples 18th
19 and Corrpa[@@@lveEE@iwlé@ 19, Compemative Bgsapley TtalPe 9] Ex. 18 Com Ex.

7 Com Ex. 8 Compousifl, fellive thorllichts Gotdihh@l fofkflst MG ALRRAR S T
and 10 by the same method as in Examples 4 to 9 and Comparative Examples 1 to 2.
10 Hard capsules size #3 were filled with 100 mg of the resultant mixtures to prepare capsules
in Examples 18 to 19 and Comparative Examples 7 to 10.
[0051] {Table 9]

Ex. 18 |[Com.Ex. 7 |Com.Ex. 8
Compound A 20 20 20
Precipitated calcium carbonate 10 0 0
Calcium oxide 0 10 0
Calcium hydroxide 0 9] 10
Low-substituted hydroxypropylcellulose 20 20 20
D—Mannitol 47 47 47
Talo - - 3 3 3
Total 100[ 100 100

Unit: weight %

[0052] [Table 10]

13



O Calciumoxide 0 10 0 Cal cium hydroxide 0 0 10 Low substituted

11 1 OO DN A N A A H 1 A7 A7 AZ. Tl ~ 2 2
190' 108" 100" it wor aht %4 L0052} | Tan I Joome b Iqame) o
Corn. Ex. 10|%cawpers@d A 20 20 20 20 20 20
Magnesium carbonate 10 0 0
Magnesium oxide 0 10 0
Magnesium hydroxide G 0 10
Low~substituted hydroxypropylcellulose 20 20 20
D-Mannitol 47 47 47
Talc 3 3 3
Total 100 100 100
Unit: weight %

[0053] TestExample 5 _ . _
The dissolutions of the compound A in the capsules in Ekam;’;lés 18to 19 z;ﬁd

Comparative Examples 7 to 10 were examined by the same method as in Test Example 1.

5 As a result, the dissohutions of the compound A in the capsules in Comparative Examples 7
to 10, in which calcium oxide, calcium hydroxide, magnesium oxide or magnesitmm
hydroxide was mixed, were insufficient. In confrast, the dissolutions of the compound A
in the capsules in Examples 18 to 19, in which calcium carbonate or magnesium carbonate
was mixed, were good (Fig. 6 and Fig. 7).

10 Industrial Applicability

[0054] The pharmaceufical composition of the present invention is excellent in
dissolution of the quinoline derivative and also in stability, and is therefore useful as a
medicament for prevention or treatment of a tumor.

14



Magnesi um carbonate 10 0 O Magnesi um oxi de 0 10 O Magnesi um hydr oxi de
0 0 10 Low substituted hydroxypropyl gei Apgse 20 20 20 D- Mannitol 47
47 47 Talc 3 3 3 Total 100 100 100 Unit weight % [0053] Test Exanple
5 The &i ssol dphergcetical eREnposiigrbeNmPIALEn t he capsul es in

Exanples 18 to 19 i 1 ned

the sane net hod as@?% Tegt de%aé%ﬁ%g%wezﬁ;u%mé@%P%gmgﬁcss%?%@tgﬁg
of the conposealidhetedtnr ohvetedtwppefil es in Conparative Exanples 7 to 10, in
whi ch cal ci um oxi de, cal ci um hydr oxi de, magnesi um oxi de or nagnesi um
hydr oxi de was m xed, were insuffi el ent I n coptrast, the dissol utions
of the compound A in the capsules]in npl 18 to 19, in which

cal ci um carbonate or magnesi um g&r b \més TRxed, were good (Fig. 6
and Fig 7) 10l ndustri al Appli cab [ 0054] The pharnaceuti cal
conposition of the present inyertjor is edcellent in dissolution of
the quinoline deriffative andPal so~in stabili ty, ang is therefore
useful as a ngedi prevention or treatnent'’of a tunor.

CLAI M5 1. A pha ' 3

5 H3CO N

wherein R! is a hydrogen atom, a Cys alkyl group or a Cs5 cycloalkyl group; and R?
represents a hydrogen atom or a methoxy group; and

(2) a basic substance.

2. The composition according to claim 1, wherein the basic substance is a carbonate.
10 3. 'The composition according to claim 2, wherein the salt is an alkaline earth metal

salt.

4. The composition according to claim 3, wherein the alkaline earth metal salt is a

magnesium salt or a calcium sait.

5. 'The composition according to any one of claims 1 to 4, further comprising a
15 disintegrating agent.

6. The composition according to claim 5, wherein the disintegrating agent is

carmellose sodium, camnellose calcium, carboxymethyl starch sodium, croscammellose
sodium, low-substituted hydroxypropylceilulose or crospovidone.

7. The composition according to any one of claims 1 to 6, wherein R is a hydrogen
20 atom, a methyl_ group, an ethyl group, an n-propyl group or a cyclopropyl group.
8. The composition according to any one of claims 1 to 7, wherein R is a
cyclopropyl group.
9, The composition according to any one of claims 1 to 8, wherein R%is g hydrogen
atom, a methoxy group or an ethoxy group.
25 10. The composition according to any one of claims 1 to 9, wherein R? is a hydrogen
atorn.

15



(1) a conpound represented by the fornula (I') or pharmaceutically
accept abl e sal.t thEheQi)mpbsmBﬁl adbiding N@r @8f one of claifnd) 1 6! 1085whe§réﬁi the

wherein R h en ato a Cl group_or a

cycl oal kyl gﬁgﬂﬁ‘%ﬁhaﬂﬁéwFBB §@Ht§_%Wﬁ§£gﬁﬂéhmﬁﬁ$ﬁ¥@ﬁeaPﬁﬂWﬁ@wﬁmm&
group; and sulfate, méBincaulBafd & cBHRSEIRAGR. 2. The conposition according
to claim1, ﬁgereln t he basic substance is a carbonate. 103. The

conposi ti on &tcor dilAgCeyPoslion wredingfagione pheaimg/lito ik Vel thatonq&)und
eart hsnet al bebentedi:  Thepgeonpogiet | on ding §o cl aj

t he alkallneﬁgarth netalmgalt ?? a nﬁgﬁggéunlsépt or. a calc¥@§g§

5. The conpo€§vyelPEarderpebagylaminerienong-Tanetbdryi trgridolinecarboxdmicit her
conpri si ng aué@gﬁgﬂﬂhggrating agent 6. The conposition according to
claim5, wherein't Isintegrating agent is carnell ose sodi um
carnel |l ose cal cium carboxynethyl starch sodium croscarnell ose

sodi um | ow substituted hydroxypropyl cellul ose or crospovi done. 7.
The conposition according to any one of clains 1 to 6, wherein Rl is
a hydrogen 20atom a nethyl group, an ethyl group, an n-propyl group
or a cyclopropyl group. 8. The conposition according to any one of
clainms 1 to 7, wherein Rl is a cyclopropyl group. 9. The conposition
according to any one of clains 1 to 8 wherein R2 is a hydrogen atom
a met hoxy group or an ethoxy group. 2510. The conposition according to
any one of clains 1 to 9, wherein R2 is a hydrogen atom 11. The
conposition according to any one of clains 1 to 10, wherein the

phar maceutically acceptable salt is hydrochl oride, hydrobroraide,
p-tol uenesul fonate, sulfate, nethanesul fonate or ethanesul fonate.

12. The conposition according to any one of clains 1 to 11, wherein

t he conpound 5represent edbyt hef ormul a(1)i s4-(3-chl or 04-

(cycl opr opyl am nocar bonyl ) am nophenoxy) - 7- met hoxy- 6- qui nol i necar boxam
i de net hanesul f onat e.
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