SPECI FI CATION Method for Treatnent of Hepatic Cancer Field of the

I nvention [0001] The present invention relates to a nethod for treatnent of
hepatic cancer which uses 4-[3,5-bis(trimethylsilyl)benzam dol benzoic
acid at a | ow dose. BackgroundSRECIFUDARIOMepatic cancer is highly

mal i gnant, and one mllion patients die fromthe disease every year, which
nunber of the patients is in the fifth place [EP-Serag, H B., and Mason,

A C., Rising inci denC%Qﬁhth@@T%@lﬂeH‘t@fH@ﬂ&L% eQUE.d N the United States.
N. Engl J. I\/bd 340, pp.745-750, 1999; Taylor- Robinson, S. D., Foster,

G R, Arora, S., Hargreaves, S., and Thomas, H C., Increase |n primry
I|ver e the UK, 1979-94 Lancet, 350, pp. 1142 1143, 1997). [0003]
ﬁ%ﬂg?{j@lﬂg VERHPP t he onset of hepatl c cancer involves generation of
pI ur aI [oog@ncer cells in different positions just or alnost sinultaneously
due to exposure of the liver with hepatic viruses or al cohol [Slaughter
DP, Sout hwi C'th-wessmeinkfahtiw relaFdsefoch mahmbfdrzmaitm'ht iof\heya'i:lic strrcati fi ed

squanou pith al Jnplicatjons of. mul |ce tri,c origin., Cancer,
o oo bhisF e Dbty o g ic Sl e SO e gener at i on o
hepati c cancer is considered to be hepatitis Cvirus infection. A
possibility of recurrence of the cancer is high, because hepatitis C

vi ruseBadammotd Bet conpletely elimnated even if cancer cells are

terrpor®r b% removed or beconme extirpated. Arate of the recurrence was
report 4 be 16 to 29% from 1990 to 1997 [Hepatic Cancer, "lI. Change of

Nunber of Pafib@iiScancesis %Bnoﬂaf@ﬁaxgalaﬁﬁlo%re'&ﬁh&i paNHHQQﬁe @IfOI‘IE) aLdents,

Tendency of Cancer Patients and Actual Condition According to Therapeutl c
Met hoddiseMedive st yﬂaswéu@hn@gbs;r tﬁfdhe,parbp.nm*s@@ th2COrLh pla[cedEhEeﬁ@ iethods for

treatrren f he .cancer. r i cal hepatic .resection vi si bl e
e o e R R TR ekt IR s T e s RO e ERAR B 2t o

t her apy, Enkl. @. Niear, oy@y p ezq@%catuggg, TRAGF-83bsbRes APy FaBdrf Gerl i A8 2 e
avai |l abl e. However, t hese

5., Hargreaves, S and Thomas, H. C., Increase in primary liver cancer in the UK,
1979-94 Lancet, 350, pp.1142-1143, 1997},
[0003]

It is considered that the onset of hepatic cancer involves generation of plural
cancer cells in different positions just or almost simultaneously due to exposure of the
liver with hepatic viruses or aleohol [Slaughter DP, Southwick HW, Smejkal W., "Field
cancerization” in oral stratified squamous epithelium; Clinical implications of
multicentric origin., Cancer, 6, pp.963-968, 1953]. In our country, a major cause of the
generation of hepatic cancer is considered to be hepatitis C virus infection. A
possibility of recurrence of the cancer is high, because hepatitis C viruses cannot be
completely eliminated even if cancer cells are temporarily removed or become
extirpated. A rate of the recurrence was reported to be 16 to 29% from 1990 to 1997
[Hepatic Cancer, "I. Change of Number of Patients", “3. Method for Calculation of
Number of Patients, Tendency of Cancer Patients and Actual Condition According to
Therapeutic Method", Medical Research Co., Ltd., pp.20-30, 2001].

[0004]
As methods for treatment of hepatic cancer, a surgical hepatic resection for a

visible lesion, a radio-wave thermocauterization therapy, an ethanol infusion therapy,
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treatnments are sonetines not sufficiently effective, and therefore,

devel opnent of chenotherapy as a system c treatnent has been desired.

[ 0005] As a chenotherapy, an intra-arterial injection therapy using CDDP,
ADM or 5-FU has recently b Ve ol O RALFER 1ML h BV anGethesancer
to m&%ﬁ@waﬁﬁwae@ﬁ@%??%%ﬁgﬁ%r%a or transcatheter arterial embolization
i's noty,apRldGahke sodBdmeb @opatifridmly fidrtivec and eoefatt daveltparanttafeat ment s.
However, as for the intra-arterial i :H'ect' on &herapy usi ng a combi nati on
of |i pileguolthasparesoi bystedint iragtnEdiafmesAdetH&% af or enent i oned nedi canent,
ef fi ca@é yvjas reported to be 13.0% of conplete response and 30. 0%

ef f ect 8? and as for chenot herapi es excluding a conbi nation of the
transcat het exs archefiod@herephiali #atd-ercaind itjegioddicrapy teacyPREsAP&bdt ed to
be as high as 2.5% of conplete response and, 3. 1% of effteocvtvil(\)/ +pihi ch

cl i ni calF bsskeesntlyeenprmrlaridsoralarys With PhE ce? (A SF orefehti oned

combi nation therapjgs ha L ORL B, SUEHH: 21350 A GHEL B RS BoOhpSIeuapLd, Galdi ons
such agb%l"r"? IBFEté?mF Sa %ggr g%sgawa, "Topil%al I njection Therapy and

| ntra- a5 Lefidk «ibh 86duredmcEhereapytse Ghhnhass. THewapsy, of fCahedntrazgyterial

pp. 1490. 1497, 1994]. [0006] As expl ai ne bove, .a standard t far

t her apénjeétiort treasmeneingfa m@%&on@&"fe&%{’ﬂ% 2R 13’y°8f‘{?l 58k nmeéig‘g“flp“% té’%wni ch
constantly guarantees.a celtain,lLyel rQfortdd L8l 0%asbhpleBIRERInab] Y,
intra- &%ft’-‘é?%ga mf“?ﬁi glc?t%iwgr?l %é’sgégg%%f‘errsr%%m vi ewpoi nts of techni ques and
pati ent,,g fourgerfecind aniersaboeksmodeelmpsendudings ehehpeHer&dyPé n  pl ace of
this therapy has been desired. Further, sjn he%ati ¢ Sancer nggggg}pggh

r, .S
resi stamca@eaercmm%h@ﬂh?}%at'é’\?e"ﬁ’ds]ﬂ%’é’fii)t’f 26 “OF 8P Cancer, i,

therapy, fo prey ralif Qg MR drofi REQ] RPgat henned 1ife, is
di ffi c&‘%gtogc%g%ﬁf%\?ga?e %ﬁ‘gr%é ﬂ?géff@cég\%él opnent of a chenot herapy has
been Sts%%mcyor%esmgmemhs hfepakhesnebnsebirationdherapoes baseta BIOLACTH FHER |
[0007] 4-[3,5-Bis(trinet hél silyl)benzam d:f%be ZOi i acid (F reéarf%}e@{ioﬁn t he
speci | iszatcponentsifconmhisatings FaP Heah BioEF LBz hs M FAE 101 s ]

synt het,j.c Lol %gghﬁ%g@%ﬁ@:ﬁggcqmmﬁé}gppqldzmﬁgm@m} 6aCaheirmuo,a (1), and

the co use as an agent for cancer treatnent, a
di fferen i ad-o4p7 ndugl.ng agent of a cancer cell, a cancer netastasis
i nhi bi tor, ]a t herapeutic agent for vascul ar di seases, or an

[0006

As explained above, a standard method for therapeutic treatment of hepatic
cancer has not yet been available which constantly guarantees a certain level of
clinical results. Especially, intra-arterial injection has problems from viewpoints of
techniques and patient's burden, and therefore, development of a chemotherapy in
place of this therapy has been desired. Further, since hepatic cancer has a high
resistance to a chemotherapy, even stabilization of a cancer, i.e., a therapy to prevent
proliferation of a tumor for prolongation of life, is difficult to be achieved. Therefore,

development of a chemotherapy has been strongly desired which enables conservative

treatment of a tumor.

fooo7]
4-13,5-Bis(trimethylsilylbenzamido]benzoic acid (hereinafter in the

specification, this compound may be referred to as "TAC-101") is a synthetic retinoid
represented by the following chemical formula (1), and the compound is known to be
useful as an agent for cancer treatment, a differentiation-inducing agent of a cancer

cell, a cancer metastasis inhibitor, a therapeutic agent for vascular diseases, or an
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2 agent for treatnent of cardiac hypertrophy (Japanese Patent Unexam ned
Publication (KOKAI) No. 2-247185, panphlet of International- Publication
WO 96/ 32101, panphlet of International-Publication WO 03/089005 and the
l'i ke) .adeh0fdtraathient(fiBEIBEE hipddrkdphly (TEEMdse)PatéH3TH 3G hAC-Fidlicaxbhbi t s
t he ant| tumor effect by binding selectively to intranuclear retinoic acid

r ecept @OBADRIR2- &371t8ﬁePé@?h&étof\l'%t‘teirﬁ@“?#%ﬁ%‘&ltcﬁfl%rW Pri¥ehtrde 1t pampkisdept or .
At press n&kn%n‘gafﬁggggg%nhﬁg)@g §? deﬂ n*gal devel opnent as an orally
avai | abl'8“dati'tifror agent 0 ? arnaco ogi cal experinents using an
ani mal [raeglala of hepatic cancer, antltunDr effects of TAC-101 were
dennnstrateqréggﬁﬁkant K, Nhtsuura T, Sano M et al.

4-13,5-Bi s(t IS|IyI enzami do] benzoic acid (Tﬁ(}lol) inhibits the

i ntrahepatic spreag© at ocel Icar ci noma and prolongs the life-span

of tunor-bearing ; MEO@H asi 5. 16, pp. 633-643, 1998;
Mur akam K, Werzhg Sano Nl e / TAC- 101, & benzoic acid derivative,
inhibits liver nmetdstasis of human gastrointestinal cancer and prol ongs
the |ife-spahlsCldiin. Exp. Metastasis., 16, pp.323-331, 19981. However,
clinical effect of TAC-101 for patients with hepatic cancer has not yet
been known so far. [0009] In the United States of America, clinical phase |
trials and Ch&@ﬂmabxmhaaesuﬂddﬁhuﬁmﬁah&thﬁ%&uﬁﬁgmenoﬁdﬁgmeﬂnmhﬁﬁdeaﬁm}101

is adm nistered at a high_dose.in a range of 60 to, 80 to patients
ki oo

Wi t h |tﬁtgméfaﬁ@érreceézﬁ%r thd 88K pi)dibgrabyastivatiag teapscrztiopt eexhl bits

tunor red CI ng ) that

t he adrnetcﬁ rajt*tg e%%%ts t&F%(?%ﬂ)% SB ehatﬁelﬂ(r%t %%ﬁdﬁﬁh%%lgggté%}e?@en? %&t}’h SI ¥s

(DVT),ava'il'lﬂ)léjb!ﬁtlhﬁnbﬂ’l@geanpear ance of the side effect as being dose limting
t oxi ci %@ the dose fails to sufficiently achieve the clinical purpose of
t herap t treatment of the cancer [ Naiyer A et al. Initial dinical

T, O o A UGl Ry s oS v
antitumor effects of TAC-101 were demonstrated [Murakami K, Matsuura T, Sano M,
et al., 4-[3,5-Bis(trimethylsilyl)benzamidolbenzoic acid (TAC-101) inhibits the
intrahepatic spread of hepatocellular carcinoma and prolongs the life-span of
tumor-bearing animals., Clin. Exp. Metastasis. 16, pp.633-643, 1998; Murakami K,
Wierzba K, Sano M, et al. TAC-101, a benzoic acid derivative, inhibits liver metastasis
of human gastrointestinal cancer and prolongs the life-span., Clin. Exp. Metastasis.,,
16, pp.323-331, 1998]. However, clinical effect of TAC-101 for patients with hepatic
cancer has not yet been known so far.

[0009]

In the United States of America, clinical phase I trials and clinical phases I/I1
trials have been conducted where TAC-101 is administered at a high dose in a range of
60 to 80 mg/day to patients with lung cancer, and these trials have revealed that the
drug exhibits tumor reducing effects (PR and CR). However, it has also been found
that the administration of the drug frequently induces deep vein thrombosis (DVT),
and due to the appearance of the side effect as being dose-limiting toxicity, the dose
fails to sufficiently achieve the clinical purpose of therapeutic treatment of the cancer
[Naiyer A. et al. Initial Clinical Trial of Oral TAC-101, a Novel Retinoic Acid

Receptor-Alpha Selective Retinoid, in Patients With Advanced Cancer,, Journal of
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3 dinical Oncology, 20, pp.3522-3532, 2002]. D sclosure of the Invention
bj ect to be Achieved by the Invention [0010] An object of the present
invention is to provide a novel and effective chenotherapeutic nethod for
t r eat n8hticef Oheg@aty, G0cpnder2-sHearnz0020. Achi eve the Object [0011] In order
to achi eve the foregoing object, the inventors of the present invention
conducted various researches on dosage schedules for patients with hepatic

cancerDlsléﬁ,;sﬁqg3 Jﬁ@e%ﬁ@entp& aresult, the inventors found surprisingly that a
| ow dose of 10 to 0 ng per day suffl ciently achi eved satisfactory

therap@buepttodia‘ﬁdtlemfd hepat Inveatinser to al nost conpl etely prevent advance
of hep®§i® cancer, and the dose gave al nbst no generation of deep vein
t hr ombd9tY so as to enable extrenely safe chenot herapeutic treatnent of

hepatic cancej ob;b@om%%@gedth%ﬁtams%ﬁara&me%vrff epgna@ﬁeg@gé s of these

findings. [0012]" The present invention thus provides a net for
theraptémn@hezraeaunem:tetb@d fdrépadtnentafidepatinkdcier.conpri ses the step of

adm nistering, 10 to 30 er day of

4-13,5 ﬁﬁfigi 34 %@?Yﬁ/ﬂ%ﬁ @gl%f’genzam' do] benzoic acid or a physiologically
acceptgphg salt thereof to a patient with hepatic cancer. According to
preferred enbodi nents of the aforenentioned invention, provided are: the
above net hodnwirdeeinatthievd ﬁerbpmwﬁﬁg:ohjeﬁathnefﬁveotorbebalﬁé prezanttvension
arrestin Eera of he atl Cc cancer; ove mnet hod wherein the

t her ap ﬁFsetf‘fr S@g‘éﬁﬁ}beéil’l E’é@ﬁ%‘@??ﬁaﬁ@é‘%ﬁ&“éﬁ?mﬁf hepati c
Cancerus1ﬁQ¢A@?O?b0N§a@@gﬂpq}le‘i‘@@éﬂ%b{k BENE. @I-;!r‘?élnglf t@s@g %%'dbs& REPFRESI S 1S

substantially avoidable in'the therapeutic treat mént o epati c cancer.
[ 00 13] 30°mgqrred|drag sudficiontdy prleberd edisationy thrbsewic éffiet plndaa@ﬁtxclcluaﬁttbon

provid d are above thod ich conprises the step of adm nistering
15 t o 2BIHeyerie &gﬁprﬁ‘f‘gnﬁ J2BCR? ecpralt’ﬁé‘ﬁﬁwrsf‘?i]/lﬂ}%é?ﬁfagﬁvﬁ(ﬂ BeRzB? c acid or

a physééﬂe?zgﬂl&?-laf d’ee@%@n?ttﬁmnﬁ)og?é do as to enable extremely safe chemotherapeutic

treatment of hepatic cancer. The present invention was achieved on the basis of these
findings.
{oo12]

The present invention thus provides a method for therapeutic treatment of
hepatic cancer, which comprises the step of administering 10 to 30 mg per day of
4-[3,5-bis(trimethylsilybenzamidolbenzoic acid or a physiologically acceptable salt
thereof to a patient with hepatic cancer.

According to preferred embodiments of the aforementioned invention, provided
are' the above method wherein the therapeutic treatment of hepatic cancer is arresting
therapy of hepatic cancer; the above method wherein the therapeutic treatment of
hepatic cancer is conservative therapy of hepatic cancer; and the above method
wherein generation of deep vein thrombosis is substantially avoidable in the
therapeutic treatment of hepatic cancer.

(00138}

According to more preferred embodiments of the present invention, provided
are’ the above method which comprises the step of administering 15 to 25 mg per day
of 4-[3,5-bis(trimethylsilyDbenzamidolbenzoic acid or a physiologically acceptable salt

thereof; the above method which comprises the step of administering 20 mg per day of
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t hereof; the above nethod which conprises the step of adm nistering 20 ny
per day of 4 4-[3,5-bis(trinmethylsilyl)benzam dol benzoic acid or a
physi ol ogi cal ly acceptable salt thereof the above nethod wherein the

t r eat mefd, 5ibss(Batk tiedsibilibeaceaidi] Ben dote adil @k apitiotos e1Bdidcep GMIPELISI NY
continuous daily admnjstration for 1 to 4 weeks, followed by drug

Wi t hdrt@gegoft e %,o% mpthedbRberqindha berpsment Hoehrila et foeding at nent i s
carri i I risi us daily
i i e r R SR 8 b AR SR e AR PP RS T
above fatthed by dheg erhﬂhdehtfblbforthotﬂ’h&eeﬂsfs@ﬂ&ﬂﬁmvleﬂﬂﬁﬁoﬂ hsefeapmmhleeréaxb:edwl es is
repeated at |east two tines; the above nethod wherein the hepatic cancer

i s advanaEdehepiseslipatatheraneiinsthedulgroratydsias s HBrCYWhEHSI n t he hepatic
Cameradxﬁm@&&é@&ﬁ’fo@?@&é}& EANGET b @xﬂ%&ﬂﬁ PaQ:?é’l%{f?%%ﬂ ez%b%' Bod
treatnment is carried out fog ether Wi t erapy selecté romthe group
consi srhmlmélthexswtgecaad;rehemiomed teSeekuin scltedudal 1@-rwa&ed at least two
thernDcauterlzatlon t herapy, ~.an_ et hanol infusion therapy, and a m crowave

coagul BRPHIPASLPYS F~“’§tlﬁ‘H’eY"gﬁ§Fln oo hapates eAncsn &t Moransedaepatseelitar pr esent
i nvent t cer is
Dr ovi eg&aﬁ?gﬂﬁg%%%%tﬁ@% Jﬂ?gg@&‘é ﬂe%amtc gﬁ&émgtprﬂlflalj}qpe%ta'tl% GAPGS

4-[ 3, Serbi et atiorretnimthsd hyﬂe)ebﬁrthamdxnhhenmna&rﬁdlaﬁtmﬁgeahehwsﬂmé oigiraply | y
acceptable salt thereof per single adnmnistration unit. Preferably,
provi dédected e %&r@u%a@%&%w a RHrErRldmatic sasectinng & reeoma‘ef

413 SpabLL IR %xé&@hép%za 001 R0A0L EnAGLY a £ oniPlRYRN! 01 cal Ty
acceptab e sa ereo S|n mnistratifon unit; and nore
prefenmbkyhi@maumd&dsﬂ3mhﬁe above medi canment whi ch conprises 20 ny of
4-1 3, 5 bi s(trinmethylsilyl)benzam dol benzoic acid or a physiologically
accethBF@ salt thereof per single adm nistration unit. From further
aspect of t Vi

4155 b1 (0 AL ERSREr hOYSERE O pREPK SSEaL5 3 HRfBhnent for thesapent
acceptiabitenaalof hepzlmecf enicef 04 pfmzme‘da@huh&oﬁfpraseﬁ&dltaamaﬂg of or ther apeut ic
treatnert of hepatic c cer, %gereln sai d nedi canent is used for

admi ni&t3 Tbllﬁfﬁl@fit}ﬂéémi @@Zﬁﬁl PQW #fid or a physmloglcaliy acceptable salt
4-1 3, I r. ol ogi cal |
acE:ept5t %11% eso(f'tspa %@%g%ﬁ@r%@%r &fh b P%{% ]% dd e ‘Ife - glr%\%eé‘)éd are

t he aft@hﬁﬁﬁzlfnlpﬁﬂ;eﬂ 18%€ 25 ny@ef eﬁm5tme(tﬂamtnﬂﬁﬁﬁmbex&auﬁ@@ﬂbfe@imademrtirsat ration
of 15 I:Eh%sszSIogmalﬁ)y accep%/able salt thereof per single administration unit; and more
preferably, provided is the above medicament which comprises 20 mg of
4-[3,5-bis(trimethylsilyl)benzamidolbenzoic acid or a physiologically acceptable salt
thereof per single administration unit.

From further aspect of the present invention, provided is a use of
4-{3,5-bis(trimethylsilyl}benzamidolbenzoic acid or a physiologically acceptable salt
thereof for manufacture of a medicament for therapeutic treatment of hepatic cancer,
wherein said medicament is used for administration of 10 to 30 mg per day of
4-[3,5-bis(trimethylsilyl)benzamidolbenzoic acid or a physiologically acceptable salt
thereof. According to preferred embodiments, provided are the aforementioned use,
wherein the medicament is used for administration of 15 to 25 mg per day of
4-[3,5-bis(trimethylsilyl)benzamidolbenzoic acid or a physiologically acceptable salt
thereof, and the aforementioned use, wherein the medicament is used for

administration of 20 mg per day of 4-[3,5-bis(trimethylsilyl)benzamidolbenzoic acid or
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4-13,5-bis(trimethylsilyl)benzam dol benzoic acid or a physiologically
acceptable salt thereof, and the aforenenti oned use, wherein the

medi canment is used for admnistration of 20 ng per day of

4- [ 3, & pisfdlpginelihyteplatl} beltzhatedf| benzodiogacitble aforbmanpibys] otgghiial | y
accept ab| e salt tge eof CCO rdl ng to th? af orenenti oned use, said

medi ¢ pameRbyegriop pL! CEAYO ISdHef ¢ ef erred. Best Mbde for

Carrying out the Invention [0015] The active ingredient TAC 101 used in

t he therapeutic nmethod of the present invention can be manufactured, for
exanplBest dbwleridi fgrivang het thet hodntescri bed in the Japanese Patent
Unexarfgggiﬁ Publ i cati on (KOKAI) No. (Hei)2-247185. The therapeutic nethod of
the pr t invention is characterized in that TAC 101 as the active

i ngredi ent 'ﬁe@f’:’ﬂv@hﬁé@ﬁ%ﬁtaﬁAQQ(ﬁng@im&%ergﬁé{ltlﬁﬁgg{oql cﬂ'ghg%reéelﬁ%
t herapeutic nmethod of "the present invention, for exanple, a unit dosage of

a nedheartemt cimbamaapfrcoprddate dxarmle vatwmmg)mptheemstlimc&efseﬂ;bai; if tle active

i ngredj ent ) are t he af i,on se . i s_adm nistered by
o nioEBRaE ok GRE BRExpindiog e iR KA et e e e aBpar f ent

Preferably, ﬁe%@y%mentm@@mroﬁwgre%@né hvaQtiolUs Bharkflerid ;RGRa@ SiNgl e
dosage unit is prepared and adm nistered. A route of admnistration is not

parti AAGADPY akithe tetdve augdedibmet wevdlnuammedlaet 183 sk @eedapr aldeyrdiog to
parenteral ly. .al ration .is rred froma v| wpoi nt of

Doy erf e AEEEPEPHE U B i 1RO DO ks a1 e B (RS TORAE 6F 2t he

medi capEnta stk d AL f 0 p A ad fo@gmmléﬁ E@n&ﬂnﬂ&zs TAG! 1!@@%8%913 I @i P ﬁ&é}é&%b?ns
such as tablets, coated tablets, pills, powders, granules, and capsul es,

and nom)s@ardd,pnebﬁwaetfpmmerémdabssm @ldmunsi;er&ljbpadmxmasgat@mcbf@lmuIosl ons.

{ o) oengrsrrERE B e it U ée“;‘%btsuwg?e%a?m?g' e s o 10 Gl age
di vi dedy by THEAS Sy fbﬁﬁ%lescﬁﬁlage faf it fis@ 0;99 r erna ARk ddl Z%dm%@ayl es, or
p

one contai ner or one vial for non-soli parations, which forns are well
known atd@ngméraﬁomrsctma)raytzslhdlaklbf limitethearal the dhéicamfot wﬁmlmmdabmem}arr ations
can be package% soé t the dai l% dose of .10 to 30 ng. can be adm nistered
once SF PAFOTEEMY 2ebadmivisiatiandaprefaredihiom o Br VPR SAERMGEIGRe der
Ilmtedqlﬁglsft@s[tlgrhat the method is known as a commonly used packagi ng net hod
in the

[oo16]

Examples of the form of the medicament suitable for oral administration
include solid preparations such as tablets, coated tablets, pills, powders, granules, and
capsules, and non-solid preparations such as solutions, suspensions, and emulsions.
In these preparations, examples of the single dosage unit include one tablet for the
tablets, one capsule for the capsules, one unit package divided by means of heat seal
for the powders or subtilized granules, or one container or one vial for non-solid
preparations, which forms are well known to one of ordinary skill in the art. The
aforementioned preparations can be packaged so that the daily dose of 10 to 30 mg can
be administered once or dividedly 2 to 4 times a day. A method for the package is not
limited so far that the method is known as a commonly used packaging method in the
field. For example, tablets can be packaged in a package material for shielding
moisture and oxygen,

{0017]

For manufacture of these preparations, one or more pharmaceutical additives
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field. For exanple, tablets can be packaged in a package material for
shiel ding noisture and oxygen. [0017] For manufacture of these
preparations, one or nore pharmaceutical additives 6 such as

phar maseHtisGalakhasseepll Bl Reprabld &rrivayndichdised. The &bamedmiddeaned
preparations_can be manufactured according to commonly used nethods for

f or mul RrEPBFRtpRGicARMel HaRpeaiired aetrading to ceeenlyjvused mypodofatul ation in a
for”‘q%n%ﬁﬁﬁ§ﬁ§mﬂ%ﬁﬁﬁ9H§ﬂSﬁlﬁyﬁﬁea? | act ose, sucrose, sodium chlori de,

gl ucose, "urea, starch; ‘cal cium carbonate, kaoline, crystalline cellulose,
and silicic Aacidlriebs Ndehsmeldivnais adirer of tablanadxcipiéopaneh asdadtnsd, ar ch,
sinple syrup, glucose solution, starch solution, gelatin _solution,

car boxSATE Sy PR Aldeade, elnease aereansiangh caldwpgeabonatar baaleopiistalingl ose,
hydr ox I Nl cel | gl ' :

ol i S BO0, B} S EEA G R ers ABRASSUUTL RARSRIC S0 BOE cprnstasehy gimote

al gi nadyeup aglatogeoirai@at, 4ia rch aniviamage pomwdenytiso daubd-BintabbrRaAt ®se,cal ci um
carbonat e, pol yoxyethyl ene sorbitan fatty acid esters, sodium | auryl

sul f at fél,enéﬁle‘ai?%lké’lceé]d’iiﬁewbﬁ%@ﬁ%’é“ﬂ’ﬂfé}mgﬁaf RrirozrropakeesseiceHplospt egrat i on
suppr essi h - iiC..acl e,

v oginar SR r{len ST o BY pofNEL A fero RUGRY afeiRRledascRESRt, RUNHER sl sal
and sogidinm ladgihyte, 3ighf atBer fmins i ok wweterasdihydecnbonaRdedtamneh;
adsorbents such as starch, |actose, kaoline, bentonite, and coll oi dal

si | i ci@rberata; paneretbyleeambiiegdhttysorlipsteredotig layykpuiatecstsaryg salt,
boric agci . 0 . T . I y be

or cpar oot StRRRRELrdE M B b UENIELER il Phciod SDReR RN cORE LARCLY ol et s,
gel at i fircpésat e@hirMdacidhbeishutest and Gydegleadtddadil; ebsorp tfdn anlaeatedukhhlset s,
doubl e layered tablets, and nultil ayered tablets and the |ike ma be used.
[ 001812 ABA AR 1Y BIOZFUR §AHh ATEk SRR A2 ur il GRHAHF BRiphuatzess 876k shekcegth as

gl ucosg,, %Ja%ﬁ;%%i‘gﬁrb%h@sf Glbn £8G30.101d ot od2ndEned b‘é%@&h%)'a%dg_johoid‘é?ghicﬁ‘f’ and
as I g ,

tal c; binders suc gur}ﬁﬁp arabi’cum pul verat'um™ powdered tragacan

gel at i duid;aditll RibhrBaOts sucti B piredtdlag agent acRueht, asricattihpsaderaatdd agar and
the like may be used. Capsul es may be_ nanufactured according to ordinary
net hodkelpsthiesertgyeche TafesanenePorRtlly hgypeanased afiteetneithpeve deseanpl i fi ed

vari OUS aft rgrsiu%fxsds Gga}-goear%eé itfjﬂllie&g gelatin-protective tablets, enteric-coated tablets,
film coated tablets, double layered tablets, and multilayered tablets and the like may
be used.
[o018]

As carriers for formulation in a form of pills, excipients such as glucose,
lactose, starch, cacao oil, hardened vegetable oil, kaoline, and talc; binders such as
gummi arabicum pulveratum, powdered tragacanth, gelatin, and ethanol;
disintegrating agents such as laminaran and agar and the like may be used.

Capsules may be manufactured according to ordinary methods by mixing the
aforementioned ingredient with the above exemplified various carriers and then filling
the mixture in hard gelatin capsule, soft capsules or the like.

When oral liguid preparations are desired, orally administrable solutions,
syrups, elixirs and the like may be manufactured by an ordinary method by using
flavor-corrective agents, buffering agents, stabilizers, smell-corrective agents and the
like. In the above preparations, examples of the flavor-corrective agents include

sucrose, bitter orange peel, citric acid, tartaric acid and the like, examples of the
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the mxture in hard gelatin capsule, soft capsules or the |like. When oral

| iquid preparations are desired, orally adm nistrable solutions, syrups,
elixirs and the Iike nmay be manufactured by an ordinary nethod by using

f | avorpuffeimeetdenve ey &dibufdentngnddentiks, Sidaddanzes sf tien@bbiizény recti ve
agents and the Ilike. In the above preparations, exanples of the flavor-
cor r edbfipde dgpascanty @ugderabiy @esdin and thebker ange peel, citric acid,

tartaric aci e%f,%lﬁgﬁ%@%g@é%%@lo% n?zlf.y 5&?@7%1%;@{ %&adbe{algwﬁg%f&amc' ude

sodiumcitrate an exanpl'es o I'zers 1 nclude

t r agaganidivaguen mrahhes, gebahy ngand, tReetknks aghihes ahdotkatikt] @n@tier
preparations may optionally be added with colorants, preservative,

per f urf8§8sf | avori ng agents, sweetening agents and the |ike, or other
drugs.;op19] According to the therapeutic nethod of the present invention,
TAC- 10[9 may be adm nistered once a day or dividedly 2 to 4 tinmes a day so
as to achi evecbtingos eheofhelfperdtiz BOthHY ofetie degseniTheredoise, TAY 108 may be
appropriately chosen dependi;gﬁpn a met of adm nistration, conditions

I L hod _
of a pmHERteRdcIPcss dyeor SEiArdly £yo dritmeha dayiee asdadelivethe gosetf the
di sea Lk I I per day,
and P BPE ah THL RO ACLERRRARILY 3058, TBecipdin hupthls
sel ectddaminddtrd then, cahditmepf i @aedn tlosd ageresatidiy ahddeepikéehid tdwedithosi s
can be substantiall gkﬁa conpletely prevented, while a _high therapeutic effect
on hepdtthe dissaserndthe Bee Mdpisorefaged il fiese manbe da D48 Ber {areand

sel ect},of ﬂ%fetrpeed @&%Gﬁ%?@&'z@%% go88y, B PH £5Ss ﬁftﬂ?a%%dt&nco%%gr can be
substanti ally prevented, there {/3 conservative therapy of hepatic cancer
can befaghaittdedhiose, gralvertsen 6fodebivemns tiafomiaeni deche $BRMNtiASy t her apeuti
schedul es, a_therapeutic schedule is preferred wherein continuous daily
adni niSPIPagtebhpregented, ghalejobied theranguticedfestipn hapgti¢ patres cpebPod of  drug
i { U anala bl LrbRud MEEHR i PrOvkdethontn LOSLARRYLLE,ENAMNE 15 more
preferre Wher ei n conti nuous dai y admnistration for D Weeks 18 carried
out, andgidaent hapfiet endeptarbeguidthhtia Analedadited, thesky @npseutidted. At | east
two tines repetition of either of the aforenentioned therapeutic schedul es
i s nortdeprhst drie@gtic sancetcandystehigse whilgrpdvearep gegotionn are apgided pr ef er r ed.

[0020]

As therapeutic schedules, a therapeutic schedule is preferred wherein
continuous daily administration for 1 to 4 weeks is carried oﬁt, and then a period of
drug withdrawal for 1 to 3 weeks is provided. A therapeutic schedule is more
preferred wherein continuous daily administration for 2 weeks is carried out, and then
a period of drug withdrawal for 1 week is provided. At least two times repetition of
either of the aforementioned therapeutic schedules is more preferred, and at least four
times repetition is most preferred.

Types of hepatic cancer as the target of the therapeutic method of the present
invention are not particularly limited. For example, the therapy is applicable to any
of hepatocellular carcinoma, cholangiocellular carcinoma, hepatocyte blastoma,
hepatocytes and cholangiocellular mixed cancer, anaplastic carcinoma bile duct
cystadenocarcinoma, carcinoid tumor or the like. A preferred applicable target is
hepatocellular carcinoma. Hepatic cancer is basically classified into primary hepatic
cancer and metastatic hepatic cancer. The therapeutic method of the present

invention is applicable to any of these cancers. A preferred applicable target is
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Types of hepatic cancer as the target of the therapeutic nethod of the
present invention are not particularly limted. For exanple, the therapy
is applicable to any of hepatocellular carcinoma, cholangiocellular

car ci noiRarNBppARCYd el datirticuladhepat QA ARE pedtRhangicaeRhl Mhahe M xed
cancer, anaplastic carcinonma bile duct st adenocar ci noma, carcinoid tunor
or t heannlied. asﬁrp?@ﬁgﬁﬁbﬂleaﬁ?ﬂqtéﬁa%le@qdaﬁog%{ vapeed hensapedlbilautageinearci noma.
Hepatic cancer is basically classified into primary hepatic cancer and
net astati c hepatic cancer. The therapeutic nmethod of the present invention
i s appkifxaplee to any of these cancers. A preferred applicable target is 8
prlnary hepatlc cancer. In particular, the nethod of the present invention
may bel00 | ied as an excellent therapeutic nethod to advanced
hepatocellul I sentyd dvention A

nor e speC|ff@g f@mgﬁgqg?%%° ﬁ%GQEo# gééfmﬁﬂger nE&%ﬁ“mfheeé%%Be of the
pr esentoweuaNilicostop s ofNele ﬁﬂe@&ﬂt&dvb@nb:ﬁl%ﬁoﬁmﬂﬁﬂQs thedexea@plpBesl: Tabl ets
TAC-101 20 ng Starch 100 ng Magnesium stearate 15 ng Lactose 45 ngy
Total 180 ng On the basis of the above ratios of the ingredients, tablets
of 18 r- wer e manufactured according to an ordinary mnethod.
[OOZZ?Eﬂgﬁg@ t'ﬁg:ie‘%%:‘ranules TAC- 101 15 ng Lactose 340 ng Cornstarch 450
ng HymkOxyppr opyl met hyl cel lul ogend® ng Total 820 ng On the basis of the
above ratios of the |ngred|ents granul es were prepared according to an
or di naPi#r#fet hod. 100 mg

Magnesium stearate 15 mg
Lactose 45 mg
Total 180 mg

On the basis of the above ratios of the ingredients, tablets of 180 mg per tablet
were manufactured according to an ordinary method.

[0022]

Example 2: Granules

TAC-101 15 mg
Lactose 340 mg
Cornstarch 450 mg

Hydroxypropylmethylcellulose 10 mg
Tatal 820 mg

On the basis of the above ratios of the ingredients, granules were prepared
according to an ordinary method.
[0023]
Example 3! Capsule
TAC-101 10 mg
L-Hydroxypropyleellulose 20 mg
Hydroxypropylmethyleellulose 5 mg

Magnesium Stearate 3 mg



[0023] Exanple 3: Capsule TAC-101 10 ng L- Hydroxypropyl cellul ose 20 ng
Hydr oxypropyl net hyl cel lul ose 5 ng Magnesium Stearate 3 ng 9 Total 48 ng On
the basis of the above ratios of the ingredients, capsules were prepared
accordrag) to an ordi nary nethodg nfd024] Exanple 4: Cinical Study

<Met hod> To patients with advanced hepatocel |l ul ar carci noma, two courses of
treatnent wth TAC 101 were applied, which each course conprised

conti nuous il r al 1.ni strati for 14..days foll owed by dru
i tharaver 1ot B Bl of B 0L el e USRT a RER BB g 11 om

30 to H2drdid@tPat bedihsry Beehosed prior therapies, which details are as
follows: 18 patients (55% w th chenotherapy; 10 patients (30% wth

sur ger§024) patients (12% with radiotherapy; 1 patient (3% with

I munog her apy,. n ients (699 with other therapy. Adm nistrations
wer e %%%ﬁ%e‘id (:I‘L%lrlgapfa%t?e ts wthout dose-limting toxicities (DLT) and

wi t howtMaggdavati on of the cancer. According to the Sinon's "optiml"
design [Sinmon, R, "Optimal two-stage designs for phase 2 clinical
trials", Contrwitiegts withrpdeanged hgpategeliulap carchmona, tavorqopssareridechtasse  was
deterng Pl se | r{, ,an en Ph ll..part was started w thout

dol ay VIBIACAPLARE: LpPRld iR b e P e S s PR R AL | "hr

wer e satrheciteshidofordat duyafallyssBhy ASeS wakhguipil PR 7ayPhaae avbrfd@rdge of
patients. [0025] Phase | part was started at a dose of 40 ny/day of
TAC- 10the matienfmyas §bSeangiue friom Bhbo Bat | tratinnonsecrived prigrtharawiesi ngl v,

LS SRR AN, K0P, TR S U A S RV PR
pat i enkBhadgdiy st ghHenta (1 D%T ACHDAa Merherspibj1aattas t (8% ewalhuiad QR fiRkaHaf et y,
and and 2 patients (6%) with other therapy. Administrations were continued for patients

without dose-limiting toxicities (DLT) and without aggravation of the cancer.

According to the Simon's "optimal” design [Simon, R., "Optimal two-stage designs for

phase 2 clinical trials", Control Clin. Trials, 10, pp.1-10, 1989], a recommended dose

was determined in Phase I part, and then Phase Il part was started without delay.

Patients administered with the recommended dose in Phase I part were subjected to

data analysis under assumption as Phase I part patients.

[0025]

Phase | part was started at a dose of 40 mg/day of TAC-101. DLT was
observed for two patients among five, and accordingly, the dose was reduced to 20
mg/day for administration to seven patients.

In Phase II part, additional 21 patients were treated at 20 mg/day. All
patients administered with TAC-101 were subjected to evaluation for safety, and
patients administered at least for 28 days (i.e., 2 courses) were subjected to evaluation
for efficacy. Efficacy judgment was conducted according to the WHO criteria every 6
weeks [WHO handbook for reporting results of cancer treatment. Geneva
(Switzerland): World Health Organization Offset Publication No. 48; 1978].
Specifically, after determination of the measurable lesions in each patient, the
response was classified as complete response (CR), partial response (PR), minor

response (MR), stabilization of the disease (8D), or progression of the disease (PD) for
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patients adm ni stered at |east for 28 days (i.e., 2 courses) were subjected
to evaluation for efficacy. Efficacy judgnment was conducted according to
the WHO criteria every 6 weeks [WHO handbook for reporting results of
cancerthereftasndval@G@ney a In (Buiabzes tradaid)CR Wk ds Haabh ba@nganf 2Rtk ore O f set
Publication No. 48; 1979]. Specifically, after determ nation of the
nmeasurlgbioas chegrsad fqrfoundkekbaet Bere "Phe measilisar wase spdwsiopiddhas

conpl e ' : i # (P i .

ot api |7 RARFERER Tpp st Rl Bl RERENARACL RS o SRR EULYR ) (o
10 t heolativadae senalrghitiveno the bhbdimd)awe the icahditicGRadmangadicslafppear ance of
all of the |I|esions observed for four weeks or nore; "PR' neans 50% or nore

r educt YoTksoT e "YRoareansot® o0 seesondif shepmdvahef tedopessseiemetsrar
short egly mewkﬁﬁdigala !slhﬂﬁfesé &%mequsg{éﬁ?‘m ﬁ;fel 0%%5%%16! Elsﬁ)tnls\{*glattg{ett!aw
a e or weeks Or nore, neans

basel i ne, condi tion was mal ntail ned
25 t 0 BUinedictedantiof of e inresiedtvadiie bhe: fangaskindisAdtBtveithownd t he
per pendi cul ar, shortest dianmeter of all of the observable |esions relative

to t heProbggefricRe! thy tymaeiic PPom R safdpHeseelsidg taayds spt as hig dprlstein

(AFP) i is [ : I >1D A n Cl i ot he
turoy 1 A8 orolePas b b A ik Uy bR oc (RRL ofEBNSd OEMTHLRR: 230 diS ot
as hi ghossinchatse off tPDmiaith th R oresuesa t23%s04rt dfbhe tharapgaseppkatdiemitni mum
tunor size at the start of the therapy, or appearance of new | egions.

[ 0026] P&t s> Anong 5 patients treated at 40 ng/day in Phase | part, 2
pati enfoPoNer e observed to devel op DLT. One patient devel oped arthral gi as,
nyal gias, exfoliative dermatitis, and venous thronbotic event, and the

ot her (Rédunat- devel oped fatigue, dermatitis, and vena cava thronbosis.
Anong 7 patients treated at 20 nt?/ day, only one patient was observed to

devel op DLT BaREsatients tgated at G owydavand hasedrmathgt patients wajeday was

determ i I . . 8 ien tr.eated at
%. /et IIB LS R0 £uE00 for ol o ML S DAL R ER ©0,
pat i endemaafiik, tahdsenpai tiemhthokreeestlindchedther gdtere\iiuRbedfati@ie, ef fi cacy.

A nedian treatnent duri n% the adm ni stration period was 2 courses of
t r eat nEH At A gnAgerpoava Thtonbosis. AmersugRaprobr tremed 24 0vias/dast o8bser ved,

L?ggr gcg%en%%t?% %?%SZ%%F?{EdE{aOﬁ%%?R%@LWIﬁ%C@gﬁllf!lg QQ& ?attigoueg, Ex?‘& ia(:ec%tl*&in]cgpr, whom
20 mg/day was determined as maximum tolerance dose (MTD). Among 28 patients
treated at 20 mgf/day, treatments including 2 courses or more were applicable to 21
patients, and these patients were subjected to the evaluation for efficacy. A median
treatment during the administration period was 2 courses of treatment (ranging from
1to 14). Although PR or CR case was not observed, four or more courses of
treatments were applicable to 9 patients for whom progress of the hepatic cancer was
significantly arrested.

[0027]

For all of the 21 patients administered at 20 mg/day, time to treatment failure
(TTF) was 6.6 weeks (ranging from 1.3 to 48). Among them, TTFs were 12 weeks or
longer for 9 patients, for whom progress of the hepatic cancer was significantly
arrested for a long period of time and no deterioration was observed (9/21, 42%). In
the above treatments, although the therapies were terminated for one patient because
of the onset of grade 4 pulmonary embolism (PE), for one patient with the onset of

grade 3 venous thrombosis embolism (VI'E), and one patient with grade 3 increase of
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significantly arrested. [0027] For all of the 21 patients adm nistered at
20 ng/day, tine to treatnent failure (TTF) was 6.6 weeks (ranging from1.3
to 48). Anong them TTFs were 12 weeks or longer for 9 patients, for whom
progr esgaphtd BB NAPA 4fEraGANAST) Wasst S 9RtiEh £2d | YurfeFdiest 81 {8k sftel ONg
period of time and no deterioration was observed (9/21, 42%. In the above
t r eat radfects arairohiorihlvt ezrafe Caphich dwtnds tee fatianed poticmhsd23at monlgibecause

of the anset of . grade 4 nary..e i (PE), .for,.one pat,i ' t he
onset g7 Pgreaet Rl B Y PR P RL e G RaTeRE R R t
gr ade ;3cicnss, easginelandihospafct Ad-L(AAM NI aRSEQI @86h EARTkntIDSBYOf Rt i ent's
only suffered fromslight side effects approximately in grade 2, which
det ai |anoapda (B aptiguts/YB7Hat i ent s/ 32%, nyal gias and increased
triglyggg&des (each 8 patients/28.6%, dermatitis (6 patients/21.4%, AST
incregse, al ani ne am notransferase (ALT), and nausea (each 4

pati endSdntthis339> and anorexia (3 patients/10.7% . [0028] <Concl usion>
From the above results, it was reveal ed that the therapeutic nethod
conpri si ng daenihst ahere apsBts, TIACad pavealedthatdhel dherapartic methed y

adm ni stration for_.2 ek . [ rval of every 3 weeks s highly
Scceptanira 88 piRinifiat GRS T 30 BLeF el 2P S5 Rl ot

| ong- twddRsadinNingdval bO&vewRS warkeeast uhdMy aapplthisiallb @atiensopmrhof the
patients, and these patients were observed to give remarkable

st abi |Hrearaseivedieretie ceugrnr fropddtigpolosggetmpainiiodstodtian mas shengasiutly al
Appl i cabili 0029 ccor.ding t he therapeutic, neth of the present
Pventigiien b gREtr AF REHEhET S hORAIRRIR SR SRR Bltehepat | ¢

cancerrentidaPleQgiEiEsabn BEARM fuinAOE @M robaBe DB AbABELIEONPI et el y arrest ed.
In the therapeutic nethod of the present invention, alnost no generation

of deep vein thronbosis is observed, thereby extrenely safe chenotherapy

of hquhh&w%i %%ﬁmggﬂﬁghleved. 12 What is clained is:

[0029]

According to the therapeutic method of the present invention, sufficient
therapeutic effect can be achieved on hepatic cancer, and progress of hepatic cancer
can be almost completely arrested. In the therapeutic method of the present
invention, almost no generation of deep vein thrombosis is observed, thereby extremely

safe chemotherapy of hepatic cancer is achieved.
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[11 Use of 4-[3,5-bis(trinmethylsilyl)benzam do]benzoic acid or a
physiologically acceptable salt thereof in the manufacture of a nedi canent
for the therapeutic treatnment of hepatic cancer conprising a dosage of 10
to 30 ng of 4-[3,5- bis(trimethylsilyl)benzam do] benzoic acid or a

physi ol ogveakd Ma@ae@apt abl e salt thereof per single admnistration. [2] The
use according to claim1, wherein the therapeutic treatnent of hepatic
cancer is arresting therapy of hepatic cancer. [3] The use according to
claim1l, el ) ] eat. mant . t] ncer 4.s

conserva }A‘O‘cht fgr"gﬁr:%b%p g[@gj?t’lsf@ﬁg%%glrﬁ%]ﬂ ag%ﬁ@e‘{ I%] %lorl(a?q%agljfyt o any one of
cl ai n8 | at@pBbidwattehsreglineliamboutaatircddamsitdment firahbostapeitse sedsbanti al |y
avoi dabl e _n the therapeutic treatnent of hepatic cancer. [5] The use

accor di n@f%'@aé}ﬁﬁa%%éc‘ﬂppﬁ’% Agosage 01 40 oy 88 A dnfgri-ses a dosage of 15 to 25
ng of 4- j,3y5n:h N S LT ] ' J. @l ogically
accept abI[bgo{élggﬂt%ﬁ%lwéﬁ%%%gé]bg#%&éf{éggg} mgﬁ%)??pggih%%ﬂfg?t%ﬁgalggé%ggcor di ng

t o any omer 9hgleladinmssttativo. 4, whi ch conprises a dosage of 20 ng of
4-[3,5-bis(trinethylsilyl )benzam do]benzoic acjd or a physiologically
rceopt anlal TR episdingto gt 3 REETkaRA i aer s I ep oo Ced%itor ti ng
to any onge@fnpgah@hpPolhdpatiOcatBerein the treatment is carried out

according to therapeuti ¢ schedul e wherein continuous daily adm nistration

for 1 tol2] Theaskeciadivdarie Fletn duwvhergindhe Herapguipe rtaithentf ofdepgtiawanheiriawal  f or
l1to3 ks is. provided. 8] .The use according to any one of clains | to
6, \/\her\tlavi%ﬁnstcﬁ‘?%tvgggtr%n(g hiegitg;a Pr8d out accordi ng to therapeutic schedul e
wher ei n ¢oNThdukeuscataink Yo a?mm Sitdldins Qno Rorheteingek&atihiSoLdkep vegh out, and
then a period of drug withdrawal for 1 week is provided. _9? The use

accor di ndembesiainsubstantialyavaidablein dicdherapeutisdrcappent REhefabie épessti oned

t her apeuti [ L ! I t ' )

accordi ngsm%;&r}g%gﬁg&gﬁ% Fiﬁgﬁgﬁlﬁ%,lgﬁé@% c:()hgﬁ%(ésp% I cg%-glﬁicéejt?’ezlss
advanced nigepiat-p Slbistriatetiodsibil Yvenzmmiflobedzdic ddid ous phwbtdogidilhgadceptalsly one of

clains | Sgi?thle:(géofmher.eiln 3 he .hepatic cancer is primry hepatic cancer. 13

per single administration.

[6] The use according to any one of claims | to 4, which comprises a dosage of 20 mg

of 4-[3,5-bis(trimethylsily1)benzamido]benzoic acid or a physiologically acceptable

salt thereof per single administration.

[7] The use according to any one of claims 1 to 6, wherein the treatment is carried out

according to therapeutic schedule wherein continuous daily administration for 1 to 4

weeks is carried out, and then a period of drug withdrawal for 1 to 3 weeks is provided.

(8] The use according to any one of claims 1 to 6, wherein the treatment is carried out

according to therapeutic schedule wherein continuous daily administration for 2 weeks

1s carried out, and then a period of drug withdrawal for 1 week is provided.

[9] The use according to claim 7 or claim 8, wherein either of the aforementioned

therapeutic schedules is repeated at least two times.

[10] The use according to any one of claims 1 to 9, wherein the hepatic cancer is

advanced hepatocellular carcinoma,

[11] The use according to any one of claims 1 to 10, wherein the hepatic cancer is

primary hepatic cancer.
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