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 do]benzoic acid
at a | ow dose. Background Art [0002] Hepatic cancer is highly malignant,
and one mllion patients die fromthe disease every year, which nunber of
the patients is in the fifth placgpkgirfesegynH B., and Mason, A C.,

Ri sing incidence of hepatocellular carcinoma in the United States., N
Engl. J. Med., 340, pp.745-750, 1999; Tayl or-Robinson, S. D., Foster, G
R, Arora, S., Hargreav S.,,. and Thonas . C. ..Increase in primry
liver cancer in the UK Megddes @5%&8?1%%1{;%8??%&%1143, 19971. [0003]
It is considered that the onset of hepatic cancer involves generation of
plural cancer cells in different positions just or al nost simultaneously
due to ekisbsokiedhvemidon|iver with hepatic viruses or alcohol [Slaughter
DP, Soutﬁmﬁgk HW Snejkal W, "Field cancerization" in oral stratified
squanous epithelium Cdinical inplications of rmulticentric origin., Cancer,

6, pp. 963- 968, THOPZkend M vekHio® Q&AL Yso A Bh&Y fo¢ ps8m@ht bhBepQanahati on of
hepatic cancer is considered to be hepatitis C virus infection. A

possi bi | Whighofses dd@ry ineinpfthy lsély Dhemamidg Hengbic abscatusbvhdpatitis C
viruses cannot be conpletely elimnated even if cancer cells are
tenporarily renmoved or becone extirpated. A rate of the recurrence was
reporteddcxgbRunkBA$0 29% from 1990 to 1997 [Hepatic Cancer, "I. Change of
Nunber of Patients", "3. Method for Calculation of Nunber of Patients,
Tendencyl0892lcancer Patients and Actual Condition According to Therapeutic

vethod, et ool PSS on S, Pyl AR LS Db SOl B
| esi on, dsdaddicOeMeped r! MBICADGAMEST df28E bafiehefsanhe &MLt RAO Ok SO YSHOB |
ther apy’andlMason, A, C., Rising incidence of hepatocellular carcinoma in the United States.,

N. Engl. J. Med., 340, pp.745-750, 1999; Taylor-Robinson, S. D., Foster, G. R., Arora,

S., Hargreaves, S., and Thomas, H. C., Increase in primary liver cancer in the UK,

1979-94 Lancet, 350, pp.1142-1143, 19971

[0003]

It is considered that the onset of hepatic ecancer involves generation of plural
cancer cells in different positions just or almost simultaneously due to exposure of the
liver with hepatic viruses or alcohol {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 caﬁse 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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a mcrowave coagul ation- necrosis therapy and the |ike are avail abl e.
However, these treatnents are sonetinmes not sufficiently effective, and
t herefore, devel opment 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 been enployed to patients with

advanceda mewavet@awgﬁbhhﬁcr@b@MﬁﬂHﬁ%@ RE1kDGLARYaiRb1E ! aRSG B elRE.
arterial enbolization is not applicable, and to patients with recurrence

af t er thesetmetatare sowetipoaewe suifideftdyr effbrivientndthereére adevelapjoegttiodn

t herapy using,a conbination.of |jipiadol as oily contrast nmedium and the
af or enen?ti?eélhcgge’f?@éﬁ acsaan'@hstt?mépftfrf%tfg?}"% kfeéﬁginﬁsgadt o be 13.0%of conplete
response[poapd 30. 0% effective, and as for chenot herapi es excluding a

conmbi nation of the transcatheter arterial enbolization and |ipiodol,
efficacy was réparchedotherbpy as intyghastsriapirGestomn demmetsngddpoRseDMHndr 3. 1%

of effecti whi ch.,clinical ,results are ng atisfactory. Further, the
af or e_men% :Féﬁg%ls E‘%%&%QPF%ﬁmtprluc@’reggffé’satﬁgg%wgﬁlﬁ%ﬁ% SR gy }5361& Tence of
conpl i cCadiRBSnSMEdhe@SharhpH &frahddaSRkRZ UrtEafdil 98BI izat[OPILAt dgplRehle Ofnd
Therapy and Intra-arterial Injection Therapy", dinical Therapy of Cancer,

40, pp.te430iep49Withl@ouirentoatist thkse drgitaientd dboveerashbandardrasrizowlf or
therapeLit i.ectitre%gt ment  of heFatbi.c pgancer. Q S not yet beeqD av iIablcg whi ch
const ant Y Ya8ranteds 4 C 8P AH &6t ‘GO a e HY FUTI '  BEPeLt 2R

i ntra- ardfefdnddntidhleGhd Qb RS, REAUAHE W sl QPN S¥BO11BI0% Of cort BB QAPSS.and
patient's burden, and therefore, devel opnent of a chenotherapy in place of

t hi s t hearaps0-hUseifsetine dasl aefhr champhlearap Eisreeludepns cembirdemn dfabea hi gh
resi stance to,.a.chenot.herapy, even stabil,jzatlon of a cancer, .i.e., a
{hor apy onssRudheen SITRLAP L ARG o B Bitagel Er Sy Srast wRERER o b S TigRas o
di fficulgds%erhemprht evgdnsd hed 8f Bt of crrQ¥R) QpRENLIBka s hRIBLOGEAPY has
been strongly desired which enabl es conservative treatnent of a tunor.

[0007] Lﬁ-a[lis,f@ﬁBiYs_(FPitlhét,HilP gifdrpmebénradiccn} behpoitberamies Klmiebrlié?ﬂ@ersuﬂm t he
Spect LSBT SRR TR LA P IO B
the conoingpy sndk HOWA- 0108 Injection Therapy", Clinical Therapy of Cancer, 40,
pp.1490-1497, 1994].
[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.
[0007]
4-[3,5-Bis(trimethylsilyl)benzamidolbenzoic 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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useful as an agent for cancer treatnment, a differentiation-inducing agent
of a cancer <cell, a cancer netastasis inhibitor, a therapeutic agent for
vascul ar di seases, or an 2 agent for treatnent of cardiac hypertrophy
(Japanese Pat ent Unexam ned Publication (KOKAI) No. 2.247185, panphlet of
I nternational - Publication WO 96/ 32101, panphl et of

| nt er natdg(élﬂaﬁcrpdibiﬂn@éﬂtio@@afﬂﬂa@ﬁ!zﬁ@@%@ angpd Qe Pkt Uh &Qmidk @ Pliblic4 ) 3S
O Il CNH\ / COON (1) (H3C)3Si TAC 101 exhibits the antitunor effect by
bi ndi ng &&GEADiNe|324D 85nesanb It@élntermﬁlwl@%xcdtm@&‘é%ﬁ@fiﬂ?-doém&mplal)et
thereby g ng. it t receptor. At present, this
corrpoun %He\{"gghogal IE@MIC t‘“ﬁﬂgg{bé&@%e o ({:ﬁlealékegh orally available

anti t umdroagent 1] [0008] I n phar macol ogi caI experinments using an ani mal
nodel of hepa}\(}éc Egncer, antitunor effects of TAC- 101 were denonstrated

[ Mur akam K, g&hdla T. sapo M et al.,

4-13,5-Bis(trinethyl g gnzam dofsenzoi c acid (TAC 101) inhibits the

i ntrahepatic spread 4 ar-qioopm and prolongs the |ife-span
of tunmpor-bearing animml/s., din. B Met ast asi s{I?16, pp. 633-643, 1998;
Murakam K, Werzbha/ K Sano M et al. TAC 101, a benzoic acid derivative,
inhibits |ivedHsel85tasis of human gastrointestinal cancer and prol ongs
the life-span., din. Exp. Metastasis., 16, pp.323-331, 19981. However,
clinical effect of TAC-101 for patients with hepatic cancer has not yet
been known soTiar-101 0008]ts tRe kheitdibt ede SRt B dHy AMRRICR;: tCintiiRleaphase |

trials and clinical phases |/Il _trials have been conducted where TAC 101
i s adni ﬁﬁ%ft@ﬁ@aldalfecapw gﬁ &ﬁa%% <rhﬂaﬁrp?a&ﬁgetvoﬁtm%trapemwlmﬂerayghéh@at| ents
with lun cer S reve tht t exh|
AR el B S T R

avallable antltumor agent
[0008]

In pharmacological experiments using an animal model of hepatic cancer,
antitumor effects of TAC-101 were demonstrated [Murakami K, Matsuura T, Sano M,
et al., 4-(3,5-Bis(trimethylsilyl)benzamido]benzoic 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/II
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 ecancer, 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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that the admnistration of the drug frequently induces deep vein thronbosis
(DVT), and due to the appearance of the side effect as being dose-limting
toxicity, the dose fails to sufficiently achieve the clinical purpose of
therapeutic treatnent of the cancer [Naiyer A et al. Initial Cinical
Trial of Oral TAC-101, a Novel Retinoic Acid Receptor-Al pha Sel ective

Ret i noi dClihftaPaiceldgs 20 bp.sbdyaaeedadmicer,, Journal of 3 Cinica
Oncol ogy, 20, pp.3522-3532, 2002]. Disclosure of the Invention Cbject to
be Achi eved by the Invention [0010] An object of the present invention is

to provi v .ective chenotherapeutic nethod for treatnent of
hepati c @%ﬁggggaﬁggﬁggfgié%%ieve the bject [0011] In order to achieve the

f or egoi nQbjebl BChe AtievddVethOIsea@tiohhe present invention conducted various
researches on dosage schedules for patients with hepatic cancer using
TAC- 101.10880k result, the inventors found surprisingly that a | ow dose of

10to 30 ng p ficlentl.y achieved sat.i,sfacto h eutic effect
on hepatic caﬁ%%?g%étaﬁ%ﬁﬁ%?s%%ﬁ%Y%ﬁﬁIymg?éﬁgﬁge3d¥3ﬁ£én%F%%§%§%ic cancer
and the desetBameealdBsihaDiorgeshan: @n hepawleamhei N thrombosis so as to
enabl e extrenely safe chenot herapeutic treatnment of hepatic cancer. The
present:Mﬁ%@%ﬁl%ﬁuﬁﬁ%ﬂﬁd%WéVéd on the basis of these findings. [0012] The
pr esent mayﬁntion t hus provides a nmethod for therapeutic treatnent of
hepatic cancer, which conprises the step of adm nistering 10 to 30 ng per
day of 4-[3, Gnhir8é# td sedidel iSel fptebanzait dolhenzoh@rael thOfre@ent invention
physi ol ogi cally acceptable salt thereof to a patient with hepatic cancer.
Accor di rvgn%ctsg SRBPH B HeERNOS PErosast seiipdulgedpereenisiedhibspatic corper

provi ded,s; @ @act ftfy, abave, et ode WRLELA 405 LOSLARCOUL 1 Rat £ 98 TROL 0Pl (o
hepati c canter i s arre§%|ng t herapy of epatic cancer; fic”absve né% od
wher ei n aohegphedapeuffictertiyeadiiendd aftisfAepat iherSANEReffcst 6AMSBAMAEA MR to
t herapy of hepatic cancer; and the above net hod
almost completely prevent advance of hepatic cancer, and the dose gave almost no
generation of deep vein thrombosis so as to enable extremely safe chemotherapeutie
treatment of hepatic cancer. The present invention was achieved on the basis of these
findings.
[0012]

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-[8,5-bis(trimethylsilylbenzamidolbenzoic 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.
foo13]

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(trimethylsilyl)benzamidolbenzoic 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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wherein generation of deep vein thronbosis is substantially avoidable in
the therapeutic treatnent of hepatic cancer. [0013] According to nore
preferred enbodi nents of the present invention, provided are: the above
met hod whi ch conprises the step of adm nistering 15 to 25 ng per day of
4-13,5-bis(trimethyl silyl)benzam do] benzoic acid or a physiologically
accept abk €3 sait(trithergefly) b aaloyidc MRLH 6 d Wi aClh e TP it SI8P ad 2Bt & Pal0f
adninisterin%_zo my per day of 4 _ . ‘

4-[ 3, 5- bibsredt: Hhet ahpveinsthyd arheasindde besatsieat actarrisd @tmsgwidinot cal |y
accept ab 1 f. the.above. et hod.wherein the treatment i,s carried
out - nccorti B SHPASE comt A Y R et B 0P p g

admi ni st fodlbwved bl @irugd withdaWaeks,1 tof DivkOWE §hdNb AlleUe Mot REK VR tHeQleakniedt 3
weeks; the above nethod wherein the treatnment is carried out according to

t her apeuicérdehedurworbnptp shergrentie sehedude erpysingdahringersaddibh for 2

weeks, f I if.h wal, for 1 1 above t hod wherein
ei t her o?ddﬂﬁgﬁg?tgg%gn%%}v%%sdq{lgoéﬁeéipbeyu?rlucg %@ﬁéiéauvi’%gfof E ‘Yee?%gg}ee%"’é? nfegcag?l t wo
times; thkemdhoviehsesind Mhentinicnbe thepatihtc cantRiled S VAR least two

hepat ocel | ul ar carcinoma; the above nmethod wherein the hepatic cancer is
primary BEpstthe abane@ethodmierdin thh horatieearsdr hedwinged hepatoedbrtent i s

carri e.d c ngﬁgggem-!aegbo\[\\ﬁet et%o& Qvel{e?‘g' th%e}!ee(é%i%q: Lge?'rpst ?%gry%e{%xa%f?:rés' cSe:[r.E ng of
a surgical hepatic resection, a fadio-wave  tAeFocEiteTPrzatioh Fherapy, an

et hanol ddif ihsiMBvé hetARY whaRdnahBle40MAUE is GRABH| AL itoR-tRECHOD StHHASHAPY -
[0014] From anot her aspect of the Eresent i nvention, a medicanent for
t her apeueiested frem: thegrowh corpsiing ocanetgicaldepptivivekegtinhi e hadionaveses 10 to

30 ng of - - bi ri I_si L.yl ) bhenzanm dg] benzai ¢ aci.d or a
physioI55?%%%%?é%§%§%%3}¥%££%F%*n¥ﬁ%$ég‘ﬁ%%%g%?ﬁ & Padh AT St rati on unit.
Pr ef er akkbygulptionindesbsisstHehgpsabove nedi canent which conprises 15 to 25 ng
of 4-[3,5-bis(trinmethylsilyl)benzam do] benzoic acid or a physiologically
accept abP@14al t thereof per single admnistration unit; and nore

preteLably, Puaubdaha (heceOe Ml SR A, RGO il

accept ablets@ht of hfyerteodanper isSpglde dadiicRicSpalskO M0 WHBL .mg of
4-[8,5-bis(trimethylsilyl)benzamido]benzoic acid or a physiologically acceptable salt
thereof per single administration unit. Preferably, provided is the above medicament
which comprises 15 to 25 mg of 4-(3,5-bis(trimethylsilyl)benzamidolbenzoic acid or a
physiologically acceptable salt thereof per single administration unit; and more
preferably, provided is the above medicament which comprises 20 mg of
4-[3,6-bis(trimethylsilylbenzamidolbenzoic 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(trimethylsilybenzamidolbenzoic 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(trimethylsilyDbenzamidolbenzoic acid or a physiclogically 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(trimethylsilyDbenzamidolbenzoic acid or a physiclogically 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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From further aspect of the present invention, provided is a use of
4-[3,5-bis(trinethylsilyl)benzam do] benzoic acid or a physiologically
acceptabl e salt thereof for manufacture of a medi canent for therapeutic
treatment of hepatic cancer, wherein said nedicanment is used for

adm nistration of 10 to 30 ng per day of

4-[ 3, 5- ba ghisibleicaVk sictedtibenaainded IENZied AG 1d tBE adorRBiatiehegLealshid
acceptable salt thereof. According to preferred enbodi nents, provided are
t he af or@fgiiemenbysesir orphadreimstridomiadpredererd. i s used for adninistration
of 15 to 25 ng per day of 4-[3,5-bis(trinmethylsilyl)benzam do]benzoic acid
or a physiologically acceptable salt thereof, and the aforenentioned use,

wher ei n BHe MELH LAMRREYihg cUs etk ffenti@dm nistration of 20 ng per day of
4-[3,5-bis§trinethylsiIyI)benzanido]benzoic acid or 5 a physiologically
acceptaﬂp@ Bal t thereof. According to the aforenenti oned use, said

medi cament us for.oral admnistration,i.s preferred. Best for
Gar oo out i S Frr AR ObRCTB 8 of B Bl oThP Sl R 168 roksea®
t he t heriapeitidiCcdebd athn@ifadtited) FQSHAIMplE NMRHLdi QR t6 Ak RR KNI 86had adihd or

exanpl e, according to the nethod described in the Japanese Patent
Unexani megapess Peignt Sinegroingd Puplicatiqai (KNBAD18s (Hpn@-347dBApeut i ¢ met hod of

the present i i I.S; charagterized in that . TAC-101 as.the tive
e ont | & RO 8 RGP TAZ Bkl WL ol AR R e U S0 TR E
t her apeA® 108t BOHe aftitd i cpéESLMs ddMManis R, atf 10rtoealpper day. UM dcotiasagse of

a nedicament in an apgropriate form which conprises TAC-101 as the active
i ngr edi éRe thenageptie mataed ohie Russenifior emeon ifonexh plsea jvaritadrsiant sf ered by
adm ni s N f. one_oar nre.of the.dosage uniis. a . patient. .

Pref er aﬁ%l&agﬂ%&dﬁnc%néa rﬁroglgllraféer fogfnhé’hiﬁl to" Sesnn%&gfltﬁﬁé-t% fotls ngredighhe

dosage ufiptepasefireiaghedcfanah SadnRd Hoed adadAidigieb &l B ad BdRisfiaslohalfioas ok S Not
particularly limted, and the nedicanent is adm nistered orally or
par ent er®d'r\p! they apsaggrrimibsstorapsdenti s Paeferatiyen medénmmze npicempoising & to 30

o camtik T e g g ShRR ik LRFhr R S phmaraty
preparati ons
such as atlabhBtsitionoiatmed phaft b sy 1hithE, andoMdansdicghantlemdidered orally
or parenterally. Oral administration is preferred from a viewpoint of convenience for
administration.
[0016]

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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capsul es, and non-solid preparations such as sol utions, suspensions, and
emul sions. I n these preparations, exanples of the single dosage unit

i nclude one tablet for the tablets, one capsule for the capsules, one unit
package divided by neans of heat seal for the powders or subtilized
granul es, or one container or one vial for non-solid preparations, which

forms areudhedd pidigetifcAnea &bp LM Batrerskiy be hBed.NerY dfordi@ntioned
af orenenti oned preparations can be packaged so that the daily dose of 10 to

30 ng cakrerpeatighs winsheemeduinsteredaceindinptll sonpmpnlyused meethadsifoy. A met hod

for the B?&ﬁ? gnismﬁggﬁllﬁnnéeg o] far that the nethod is known as a
commonl y "use pac%aglngyhéthhlﬁ tH& field. For exanpl e, tablets can be

packaged in a paeckagss iBt BFmalatiOf inshidhtb NG H1¥B] SlclfiBn BN %Y Uflosd, 0017]
For manufacture of these preparations, one or nore pharnaceutical additives

6 such axcpirgr AEBEDN ¢batily. evewpt wivie search. @icinmycaybonatedkacting, crystalline

af or enent i.oned epar at i.ons_can be, manuf.act yr ed .accor di to,co nly used
met hods. FrOeF oP Rur A ore or AT RGP T KROUH T rf e aPtoP2AED SRPFFarE: PIPle

for mul atdy@iip | dludode@ol t8tfn, tsadie B lsSlu tRX%C PIa@iM S18HEM c@%éz@ﬁiéﬁﬁgmen@ugé,ose,

sodi um chl ori de, glucose, urea, starch, calcium carbonate, kaoline,

cryst al |§hs8ac.capihylesdlalosgnby &jokypiopy keeldloshi mdbrsymuphinag hwksedvloset hanol |

pr opanol grnstarch, si e ., Syr .ucose.sol ution, starch .sol ution

Gei bt n sf R e a8 SR By PP LSS Gtk SR R EE ey et

hydr oxy plo@fith G8lihkteQagar PiEe LXNRT, 9PME LR oGelel, W0 sien biRebassE WRIANasphat e,
and pol yvi nyl pyrrolidone; disintegrators such as dried starch, sodium

al gi nat earkeymte lvaswativiend sarbitandattpontiesstesodpdinmblacayborfate, steadiei um
car bonat |.yoxyet hyl ene. sorbitan fatty acid esters, .sodium | auryl
ol ot 0.1 AbUONYENAYIERen 2t Pldeike! Bl ol S e R PR A at on

SUPPr essubHsagenhris U6l a8caoTeIRSend By @k 8a1RAI Al 268GB0ocRYhEReer8RUeh as
hydrogenated oil; absorption enhancers such as a quaternary anmoni um salt

and sodiautHaAtatnayl agunpatie saibiast sl ven dawyé Rulisteg mpéenpizersagwthatsarliderol
adsor be@ﬁlﬁ s%&dlﬁztllx; g%scﬁ%%ﬁ%%ucbaa%ts%s echa{;aa(: cl)slen aoigqee{,] %gg otngﬁe an cgﬁéig% sg?ilcic

silicic Taci an ricants suc puritre sPBarte salt,

boric ackil; paddebricand supPlay @ubyleanalglaytedric 488!a1S HFBY et Rk dnde
prepared as tablets with an ordinary coating such as sugar-coated tablets,
gel at i nPplystisdeny alvcabl Hadlete magrindlonediyd Rugbhetdsas tablets with an ordinary

coating such as sugar-coated tablets, gelatin-protective tablets, enteric-coated tablets,
film coated tablets, double layered tablets, and multilayered tablets and the like may
be used,

[0018]

As carriers for formulation in a form of pills, excipients such as glucose,
lactose, starch, cacao oil, hardened vegetable oil, kaoline, and tale; 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 liquid 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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filmcoated tablets, double |ayered tablets, and nmultilayered tablets and
the like may be used. [0018] As carriers for formulation in a form of

pills, excipients such as glucose, |actose, starch, cacao oil, hardened
vegetabl e oil, kaoline, and talc; binders such as gumm arabicum
pul veratum powdered tragacanth, gelatin, and ethanol; disintegrating

agent s smgferdsy dgmithaidndandiiagaditratdahdehd iike Jmyeenpised: tHeapsl@srdmay be
manuf act ured according to ordinary methods by mxing the aforenentioned

i ngr edi eftlUdP R asandh@ver é&eé»rwgie{at@ruawérth@@ ecarriers and then filling

the m xture i ] oft_capsul.es, or e l.ike. \Wen oral
liquid prepar gﬁ%%fgr%%ﬂg eﬂs%dfpggﬁg%ﬁgln%ym%ﬂ? ﬁ?%atiﬁalb %d&segl vlvjltt%locﬁlso,r ELntssyr ups,

el i xi rs maskriheve,i fer furays, TR voHAEageh il efednaly HBitHahy thetiRebhriythesi ng
flavor-corrective agents, buffering agents, stabilizers, snell-corrective
agents &{8&%he like. In the above preparations, exanples of the flavor-
correcthguggents i nclude sucrose, bitter orange peel, citric acid,
tartaric aci’d and the |ike, exanples of the 7 buffering agents include

sodi um ci tr at e\catvdllihfieo tHekidier@nttRXxasmploaof Ohe bhRest ahkhiizerBACI 00l weebe
tragacanth, gum arabic, gelatin and the |like. The aforenenti oned

pr epar atidgHaistespdpce gy 3 Beidgalied tad tthneor dramne &8 to pelkises v fless, of 10
f I i t eni ts.and the like, or her
per um?%é?ﬁé{%@f ng aggi c?dseﬁ%‘%ﬁ%?g%gﬁ?%&%thﬁ%@ Et?petnﬁhen 4n a motthog of

drugs. ccording to t 0 resent "I nvention,

TAC- 101 adeyn Beratadiyetiditienedf OpaBedt dah o addi vidadky ard tBe Ak, dRSseaeddy SO
as to achieve the dose of 10 to 30 ng per day. The dose may be

appr opr CAthA iserssast depsitdi Atpremrafertadirilsodosepan br &8 talf B1g Pclsdi 2hdns

(i seabo APt Ra R e R SEHR D P0G KIS IR RN B, L7 ey,

and nostorpmehenned ddas gefidytha oZ@esp vpRr tiiambotN chh®ckasksinefallyhe
sel ection of the aforenentioned dose, generation of deep vein thronbosis
can be §¥BBicAsWiRdRYSAtedonBlleedligh phepentita effapti arehepaticnepieradpbait i ¢ ef f ect

on epatify CAIGE! FARROL on AL BE &N Phe EELAEL of B dhR DRI AT L0e
sel ection of the aforeneéntione 0Sse,
progress of hepatic cancer can be substantially prevented, thereby conservative
therapy of hepatic cancer can be achieved while adverse reactions are avoided.
[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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progress of hepatic cancer can be substantially prevented, thereby
conservative therapy of hepatic cancer can be achi eved whil e adverse
reactions are avoided. [00201 As therapeutic schedul es, a therapeutic
schedule is preferred wherein continuous daily admnistration for 1 to 4
weeks is carried out, and then a period of drug withdrawal for 1 to 3
weeks i sppmev) defatiAcdher.agauldreicsERet BelilodiIt8e pPELRLE IR VAR S} Be
continuous daily admnistration for 2 weeks is carried out, and then a
period ofPrdiedgrsm penclaat thegpp autierkthal forasiviadestl hatatbediadar saciviomas
repetition of either of the aforenentioned therapeutic schedules is nore
preferred, and at least four tines repetition is nost preferred. Types of
hepati c Eaiiplesas the target of the therapeutic nethod of the present
invention are not particularly limted. For exanple, the therapy is
appl i cabP82tlo any of hepatocel | ul ar carcinonma, chol angi ocel | ul ar

carci noma, he 0 bl oma, .. hepatocytes. and chol angi ocel | ul ar m xed
cancer, anapl g@h Ig%%%}tc]in%%ﬁr%o%ﬁﬂel P§uBye %%]?158@%85% &?eﬁg%a‘f a%ﬁ?éf%? *t unor
or the |Hkeeved {Hebfctfd elthapRtbeAlihes4 @6 Qe ndtSimNRePas veakleh apigsar ci noma.
Hepatic cancer is basically classified into primary hepatic cancer and
netastatic hepatic cancer. The therapeutic nethod of the present invention
is applhﬁggﬁ toapy.of these cancers. A preferred applicable target is 8
primary he Ic cancer. In particular, the nethod of the present invention
may be @pplibed as an excel l ent phef@peuti c nmethod to advanced
hepat ocel | ul. ar carcinoma. Exanples [0021] The present invention wll be
nor e spé%ﬁ¥¢bally expl ai ned by WAy m# exanples. However, the scope of the

present jirhvent| i ot limted hese exanples. Exanple 1: Tablets
TAC- 101 %é/ng dr%{%ér‘%ﬁﬂeloo ngy Ma%;gn%l um stearate 15 ng Lactose 45 ng

Total 18Qctage 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

Hydroxypropylmethyleellulose 10 mg
Total 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
Hydroxypropylmethylcellulose 5 mg

Magnesium Stearate 3 mg



On the basis of the above ratios of the ingredients, tablets of 180 ng per
tabl et were manufactured according to an ordinary nethod. [0022] Exanple
2: Granules TAC-101 15 ng Lactose 340 ng Cornstarch 450 ny

Hydr oxypr opyl net hyl cel l ul ose 10 ng Total 820 ng On the basis of the above
ratios of the ingredients, granules were prepared according to an ordinary
met hod. {&@23] Exanple 3. Capsulsgg AAC 101 10 ng L-Hydroxypropylcellul ose
20 ng Hydroxypropyl nethylcellulose 5 ngy Magnesium Stearate 3 ng 9 Tot al
48 mg On the basis of the above ratios of the ingredients, capsules were

d di.ng t i net hod. . [0024] . Exanpl e 4: O injcal
St udy <net od2t F0 pafte QR TR RuURREGRE HEEAT oEN FOH Ao LT 18 HREL 1t wo

cour ses @cotdigatsBAlord WatN mbAed01 were applied, which each course
conprised continuous daily oral admnistration for 14 days foll owed by

drug wi t R8E4hal for 7 days. An average age of the patients was 65 (ranging

from 30 85)..,.22. pat.ient,s received prior therapies, which details are as
fol om:ﬁ%s‘“%l)ét‘ﬁ‘en%‘@‘: LEZ887 i th chemot her apy: 10 patients (30% with

surgery;<Mefiafib-ents (12% w th radiotherapy; 1 patient (3% wth

I mmunot herapy; and 2 patients (6% wth other therapy. Adm nistrations

wer e cont i nuedlofipytignds wefdt advanced hepatocellular carcinoma, two courses of treatment
with TAC-101 were applied, which each course comprised continuous daily oral
administration for 14 days followed by drug withdrawal for 7 days. An average age of
the patients was 65 (ranging from 30 to 85). 22 patients received prior therapies,
which details are as follows: 18 patients (55%) with chemotherapy; 10 patients (30%)
with surgery; 4 patients (12%) with radiotherapy; 1 patient (3%) with immunotherapy;
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 II 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 I part was started at a dose of 40 mg/day of TAC-101. DLT was
observed for two patients among five, and accordingly, the dosé 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; 1979].
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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W thout dose-limting toxicities (DLT) and w t hout aggravation of the
cancer. According to the Sinon's "optimal" design [Sinon, R, "Optimal

t wo- st age designs for phase 2 clinical trials", Control Cin. Trials, 10,
pp. 1-10, 1989], a reconmended dose was determ ned in Phase | part, and
then Phase Il part was started without delay. Patients admnistered with

t he recothwstdedtydoseud torPhdsehk opatd tMEl eCRUBa6E Qthap@eaddtacanalyshes under
assunption, as Phase II art patients. 0025] Phase | part was started at a
dose of legiongrissrved (ompont FrekppT mgss "PEY saearsd Fopr mage p@duc@ﬁwféh@ng

five, oﬂﬁgtogfjtthQ!J%%esE Ia%atrggt%? a\ﬁ@%hg %%lgagegqiﬁu?ar 8}01‘9&6% %’meter

adnlnlst ation'to se |onan§E°pa Tents

wer e tregtsesvadle &@mmhd&)tweﬁdd the mawerm @nddfk rabzsalelroadva/u #BinkAGedGdr wer e
subj ected to evaluatlon for safet and patients adm nistered at |east for
28 days VPeke.or moweoMEe syeamszd fs)uivﬂ‘yemfwtltoa Oé\?her peadiughof therlopgdst diaypeter

Ef fi cacy %g?ﬁ%oﬁﬁ?uﬁ?%ggﬁe?p d%%:&ce% fn aql o} the o%servab?e fe%%%l%?? aéevﬁ)eégghe

weeks [ reporting resu P of “Cancer re

(Swi t zerbzzatye, ot detignbl dn Cxd@asdedatal@noOhf -3aby Fbin @&#tH) eritNae 48; 1979] .
Specifically, after determ nation of the nmeasurable |esions in each

pati ent PllOngraP@% pohsetymer: "5Q§§fiefainéde‘é‘$ct&§hﬂiﬂ thedupes ppnsieay ORR, aspdet pal
respons P t he.fi.sease )

| eSPONS SR o FUDRE L ARIELLIY ool AR LEThAOI o Aok SgERt, (P
above t rihate intfdRse FRENS Mk iSANPRAFBAGE Ot tﬁb Istaqft of bige tHeR8p RS 2@BsLIavie of Or
four weeks or nore; "PR' nmeans 50% or nore reduction of the product of the
IongestIﬁWéWEFéﬁ and the perpendicul ar shortest dianeter of all of the
obser valjhga4 ¢e5|ons relative to the baseline, and the condition was

mai ntai ned for 4 weeks or nore; "MR' neans 25 to 50% reduction of the
product <afestilte>| ongest di aneter and the perpendi cul ar shortest dianeter of
all of the observable |l esions relative to the baseline, or reduction of an

i ncreased val dene8 A Patigpbipiratiernt(4APPy/ day i dixase éup@rfﬁ ﬂewaénqrrsﬁ vigte t he
I B )
or nor éermeti€iasendietdias Miroinhutlt AL 264 ZBe athel fiﬁti%haﬂtaveﬂf)pddhﬁtiéﬁ@f apy, or
appear a%%?mgzltlsngr\{\c/i !vgr%]elx ggfa thrombosis. Among 7 patients treated at 20 mg/day, only

one patient was observed to develop DLT (pancreatitis and fatigue), and accordingly,

20 mg/day was determined as maximum tolerance dose (MTD). Among 28 patients

treated at 20 mg/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 (VTE), and one patient with grade 3 increase of
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[0026] <Results> Anobng 5 patients treated at 40 ng/day in Phase | part, 2
patients were observed to develop DLT. One patient devel oped arthral gi as,
nyal gias, exfoliative dermatitis, and venous thronbotic event, and the

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

devel op Ldphrifaneiigatrabb®randAlcal] AUs) of AL nas 601 A WREhYd frodOs 1N dde Was
determ ned as naxi mum tol erance dose Nﬂt?. Anong 28 patients treated at

20 ny/ dasifects appiesinatalnst geided, v hioludsiedisarre st uadP @ atippts/3280). envtadeing

patients hese patients were subj A0, the eval uation r.gffLeacy.
A et e f PSR P R R AR TR rT A o et i b Sde Tt S

t r eat nenincfdadBgalagifer dMnotrddfekdle (APNAHYRABR DR 4GRS0 10034 30D, Hhser ved,
four or nore courses of treatnments were applicable to 9 patients for whom

pr ogr essasrexind3mapignty 1@akeer was significantly arrested. [0027] For al
of the %%Og tients admnistered at 20 ng/day, tinme to treatnent failure
(TTF) was 6.6 weeks (ranging from1l.3 to 48). Anong them TTFs were 12
weeks or<Cémengesnf or 9 patients, for whom progress of the hepatic cancer
was significantly arrested for a long period of tinme and no deterioration
was observed (ppithespmge rpsults hewaboeeealedetitatghe shempehBougtethtre t her api es

were termn >2d for.on at i u of, .t he onset of gr.ade 4.pu nar
ool | oriPBErns aPhifa s ATACTIPHR S0 ety ePRE T B Phibbos s
enbol i svdeWER),andinte 1908 o P&t & Bl waMilsNwak @1@@’11? acPtERS a0 YhtithtApRartate

am notransferase (AST), nost of patients only suffered fromslight side
ef f ect s PAPBIeORIVABICBRIC canepradtn 2ddifienclongeteninl sl mingstr{taen yae sp@essfully

. feoR e i i es
pat | ont 275 by B ReBh AR p PRy MR R P e WA SRRl an e

ami not r aesfhekase s(Ai)atiandf aksenr(feAghrdopasd satisd 341i3%) , and anorexia
(3 patients/10.7% . [0028) <Conclusion> Fromthe above results, it was

reveal ed that the therapeutic nethod
Industrial Applicability

[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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conprising adm nistration of TAC 101 at 20 ng/day, particularly
admnistration for 2 weeks at an interval of every 3 weeks, was highly
acceptable to patients with progressive hepatic cancer. In addition,

| ong-term adm ni strati on was successfully applicable to sone of the
patients, and these patients were observed to give remarkable

stabi | i zahkots dkikhdéteit unor for a prol onged period of time. Industrial
Applicability [00291 According to the therapeutic nmethod of the present
invention, sufficient therapeutic effect can be achieved on hepatic

cancer, tic. cancer., can be al npst, conpl et el rrested.
o the (LA BLARN AU BRR! R RS bRl TR OB RLE e BEDET, O
of deep adehinidtbriapli0sb30i Gg @bsany edd- [Blrerielyinethy BB YeniSaligo bhesmt helapy
of hepatic cancer is achieved. 12 What is clained is: [1] A nethod for

t her apeufttifcP R sadle eisntly afcembpiie iseltdhnteof to amatient oy hamdictdacet ep of
adm ni stef r,day, of . — .

a3 5 HEL L Pe mehd b SR BE AR wo b the erepeusle Ue BRI B5PRAF 1

accept akhacaaktartdeingothetdpyeofiabhebicaédh hepatic cancer. [2] The net hod
accordigg to claim1, wherein the therapeutic treatnment of hepatic cancer
i s arredf] Rbe mrskethyccsrdingpaclasmchrielsreiy gle thesapmttivddeateeartdif Agpase cl ai m

1, wherej rapeut i ggﬁg t.. of hepatic cancer is conservative
therapy%ggm%gggkﬁ%rggﬁ%%?%m%éf éﬂﬁﬁiﬁ%ﬁegccording to any one of clains 1
to 3 whétkThe genkesdhicandial tdaap oveiof clal MsAMdOS whetdn $URSIaN Eldeyp aypi dabl e

in the therapeutic treatment of hepatic cancer. [5] The nmethod according
to any &hePTRPosts i sybstantinlly avgpdattie doiir fheasptHic weepmott ofdenpkE seeeeirng 15

to 25 - “pbis(tri | si,l yl)benzam dol.benzoi ¢ acid or a
physiorg%$g%1g%mg%£%%?gﬁpgt§g %Opﬁg?é%¥@§ﬁ§%‘%ﬁgugﬁfﬁ%ﬁhg§ﬁofdﬁﬁ%%¥o any
one of eHaiinBtdriti® 18 to BRinghpeOMDY bSL$3,5NEsEH eRtRf1si 1AM 2k 6li€slbbglzo20a 88 per
day of 4-[3,5-bis(trinethylsilyl)benzam do]benzoic acid or a

physi ol 8§iddWriplemealpt aseptabla talt fegreef. [7] The net hod according to any

one f JPHE Rl BectfE )0, L SRl 2 00 B RSGR E ©°
administering 20 mg per day of 4-[3,5-bis(trimethylsilyl)benzamidolbenzoic acid or a
physiologically acceptable salt thereof.
[7] The method 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 method 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 is carried out, and then a period of drug withdrawal for 1 week is provided.
[9] The method according to claim 7 or claim 8, wherein either of the aforementioned
therapeutic schedules is repeated at least two times.
[10] The method according to any one of claims 1 to 9, wherein the hepatic cancer is
advanced hepatocellular carcinoma.
[11] The method according to any one of claims 1 to 10, wherein the hepatic cancer is
primary hepatic cancer.
[12] A medicament for therapeutic treatment of hepatic cancer which comprises 10 to
30 mg of 4-[3,5-bis(trimethylsilyl)benzamidelbenzoic acid or a physiologically

acceptable salt thereof per single administration unit.
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4 weeks is carried out, and then a period of drug withdrawal for 1 to 3
weeks is provided. [8] The nethod according to any one of clains 1 to 6,
wherein the treatnent is carried out according to therapeutic schedule
wherein continuous daily admnistration for 2 weeks is carried out, and
then a period of drug withdrawal for 1 week is provided. [9] The nethod
accor di ng 31 Ohelddditain Mt LedidihSto WABHI2N wRi ANR! 2 08 ralihe: 310 RITRRL L ARG

t herapeutic schedules is repeated at |least two tinmes. [10] The net hod
accor di ng4 dhampedserangft ascerdies to ¢loim 13whdidi is 2 tedlétepatpeuleamcepowder.

advanced t ogel L w.ar, . car Gi | 1] .The met.hod. .accordi ng to any one of
AP R ni A G EE OIS B LI Bt e R
A nmedi cagmeeltabl sdiNeHAPOULE erdrh@altTBNGf DInAeRM drl 16N p WHECH e £OAMt FeS 10
to 30 ng of 4-[3,5-bis(trinethylsilyl)benzam do] benzoic acid or a

physi ol d#fibaaic|opncerec vdpraiblthe surdicanirartdefuspe forsd dnyindgstaghiompSia et 3dmanti t . 13
[13] The, nedic nt ..agcor.di ng to aiml12,..which is.an al | il able

i opar act bt PRI RIS MvbRic T o 6 ekt aieln bR b o
a capsuli@erf par peywder. [ 15] Use of

4-13,5-bis(trimethyl silyl)benzam do] benzoic acid or a physiologically
acceptabl e salt thereof for manufacture of a nedi canent for therapeutic
treatment of hepatic cancer, wherein the nedicanent is used for

adm nistration of 10 to 30 ng of

4-13,5-bis(trimethyl silyl)benzam dol benzoic acid or a physiologically
acceptable salt thereof per day. 14
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