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\\“mmm\m EDI ENT Techni cal ! Fiel d [ 0001] The present
elates to a preventive agent for
cargonipgenesis of liv ntai ning a
gui none- based conpoungbgggﬁgpﬁ\ge i ngredi ent, and
nore particul arly, t he present invention relates to a
reventive agent for carci nogenes s of liver cancer
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with Iiver cancer apan are cause e hepatitis

vi ruses, nost not abI y, approxi mately 70% of these

patlents are caused by the hepatitis Cvirus (for
Techrigalfi¢ld, see Non- Pat ent theraltoure 1: Liver, VS)I. 41,
[000 g799_ 811, 2000). The cunul ative percentage of

arci nogenesis in hepatitis Cvirus cirrhotic
The ppeﬂe'm imention Inelates e previenti2e #gent idnicard@om ofliver cancer

4% and thip 15 ears is _T70.6% or exa | e. see
contamg @g(ug}p(ne\%@%er@cf lénd Eﬁ@@ractn\ygpng é pa?hcularly,
the préggﬁf)mverﬂtﬂﬂp@latb@tt@ %fp?é(?éhﬂ\}éeég%ﬁ?g ’for"@ér@lho@éﬁeélb%f liver cancer

nmbati ng the hepati virus, is well
contahmg\memgtairanmea@g/am @vaealﬂgﬁ@d@hb transition from
chronic viral hepatitis to liver cancer (for exanple,
see Non-Patent Literature 3: N shiguchi N et al.:

Backdra0R€ArB46, p 1051-1055, 1995). However, it is known
that interferon has problems with such side effects
[0002}4s interstitial pneunpnia, depression and di abetes

oo B SR AP 0GR goeitof Lpubdatg e repat

virusds) @ikl nGratlyeappnexiately 70% afithesié pailemts:amwmdwy the
nepaijiscs s (BF SXaPIG, R0 NORBALPRIGIETBER i Fiveh Vol fa. B7oe-811,
2000)t. efHe B@hulative percentage of carcinogenesis in hepatitis C virus cirrhotic
patients within 5 years is 27%, within 10 years is 52.4%, and within 15 years is
70.6% (for example, see Non-Patent Literature 2: Liver, Vol. 35, p772-773, 1994).
[0003]

Interferon therapy, which has the object of combating the hepatitis virus, is well
known as a therapy to prevent the transition from chronic viral hepatitis to liver
cancer (for example, see Non-Patent Literature 3: Nishiguchi N. et al.: Lancet 346, p
1051-1055, 1995). However, it is known that interferon has problems with such side
effects as interstitial pneumonia, depression and diabetes (for example, see Non-
Patent Literature 4: Liver, Gall Bladder and Pancreas, Vol. 32, p101-127, 1996).
[0004]

On the one hand, vitamin K is a coenzyme of y-glutamyl carboxylase that
carboxylates glutamate residues of a vitamin K dependent protein on an N terminal.
Examples of vitamin K dependent proteins include blood coagulant factors I
(prothrombin), VII, IX, X and the like. The vitamin K family comprises naturally
occurring K1 and K2, as well as synthetic K3. Above all, vitamin K2 (generic term
“menatetrenone”) is marketed as a therapeutic drug for osteoporosis.
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Exanpl es of vitam n K dependent proteins include bl ood
coagul ant factors Il (prothronbin), VII, I X X and
the like. The vitamn K fan?ly conprises naturally
occurring K1 and K2, as well as synthetic K3. Above
[OOOSﬁa vitam n K2 (generic term "nenatetrenone") is
rketed as a therapeutic drug for osteoporosis.
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[OOOGE:ranyI geraniol is present on a side chain part of
nat etrenone, and is also known to be a potent
Moreda\rmtugenangfgewuiplt isgiresent qmaeidecxmairs peftm‘f neeuatptrenomaeand is

also kﬂ&h@’éﬁ tg ent <$ tcuerreaqggm ogrs méH@o‘r ﬁg’vﬁ%lygr example, see Non-
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tunor cel . Biochem 995 17:11-13)." However
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clinicdlly praseR@fPeErcliitgenetiBah ndemal IRidr &aNe th tepstnes ey
recurrence of I|iver cancer which has been treat ed

[0007&nd hei ght ens the survi val percent age (for exanple,

ol PRl VAT il iy 488 ecronce o
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et 2002 h [
examp(é, epaNRrER ISl SEraH Sl Nor 0, SpR] by 2885 and Non-
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carcl nogenesis prevention effect for cirrhotic
135, 20202)eHawévernthenaforeroentianedhliterafiengs| tapgad patients who have

already contracted cancer, and do not indicate the carcinogenesis prevention effect
for cirrhotic patients in whom no cancer has developed.
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Probl@fs2o Be Sulvenby tihe ventioe 1: Japanese Unexani ned
0008E: atent Application Publication No. H6- 305955
[ scl osure of Invention Problens to be Solved by the

As mérméﬁ%'ébbvei B0RShty e $aT8 ananstbcibe deug t3/preveht &arcﬁnogene&s
safe and effective drug to prevent carcinogenesis

of liver icapeercharceet yai beeotofigsed rnchswit @ dad issgrpiabi Qoase,@iently,

ooy B b, BRI G20 B, B e g ven

carcindgevesis of tigectarmgenesi s of liver cancer. Means to
Sol ve the Problens [0009] Wth the foregoing in view,
as a result of assiduous study, the present inventor

Mean?‘i‘éSo‘N&‘ﬂ ebefhidhe present invention by discovering
hat™ nenat etrenone has a preventive effect of the

[OOqu:arm nogenesi s of liver cancer. [0010] Specifically,
n the first aspect, res

With th? foxsiaciaghi Ve ageresn ol esoia iy SNEY: LepBpRvantor has
compﬁé‘c‘?e i2p pr%%@ﬁf inYEeRBorTBY AKIOVBARY thamématdfeh¥le has a preventive
effect of the carcmogene5|3 of liver cancer.

[0010]

Specifically, in the first aspect, the present invention provides: 1) apreventive agent
for carcinogenesis of liver cancer, comprising menatetrenone as an active ingredient;
2) apreventive agent for carcinogenesis of cancer derived from chronic liver disease,
comprising menatetrenone as an active ingredient; 3) a preventive agent for
carcinogenesis of liver cancer derived from cirrhosis, comprising menatetrenone as
an active ingredient; 4) a preventive agent for carcinogenesis of liver cancer derived
from hepatitis virus cirrhosis, comprising menatetrenone as an active ingredient; 5) a
preventive agent for carcinogenesis of liver cancer derived from hepatitis C virus
cirrhosis, comprising menatetrenone as an active ingredient.

[0011]

In the second aspect, the present invention also provides: 6) a method for
preventing carcinogenesis of liver cancer, comprising administering fnenatetrenone;
7) a method for preventing carcinogenesis of cancer derived from chronic liver
disease, comprising administering menatetrenone; 8.) a method for preventing
carcinogenesis of live cancer derived from chronic liver disease, comprising

administering menatetrenone; 9) a method for preventing carcinogenesis of live



2) apreventive agent for carcinogenesis of cancer
derived fromchronic liver disease, conprising

nenat etrenone as an active fngredient; 3) a preventive
agent for carC| nogenesi s of liver cancer derived from

cancef Ry bain RS FGUS SrEood Banfiefibiohes

menat@trehoMer 1@5*%Crﬁétﬁé@irfbv pﬁbvefnhﬁ?cbﬁﬂﬁégéné‘sw/bf W& cancer derived
cirrhosis, conprising nmenatefrenone as an active
from herp@tlt;a Cevitus @;thSISpc@m@ﬁﬂn@ea@@!swﬁemrm mearttiRiPEResi s
[0012@ liver cancer derived from hepatitis C virus
irrhosis, conprising nenatetrenone as an active

In the ithied adp@dftt thel eséht inventidrealsegrovddespddy ,a tbe opmesatdtrenone
invention al so provides: 6) a method for reventing
for the: mapifRRydiecef 2 PEtventive AgeAHOE FarciRaanesisgf liver cancer, 12) a

use oﬁ%@hﬂeﬁe‘ﬂoh@%?‘ﬂ%%ﬁﬁﬂ%ﬁﬂ@ of a {Pre@el‘:ﬁ‘?\’é1 €eu§9§>r carcinogenesis

venting carci nogenesis of cancer deri
of cam:br derived froar chrdnidage dissaspr i1S) mgusedof mesamtnelmgne for the

manuBRRae (RS GoPIeYPat v SoSuidor SACICdREBE e Ve arsr gifrived from
C|rrho§|s"e|r4g%' l§'§é‘§lemeﬁ f@%’n%h@gor ?‘%:mﬁhﬁﬁa%fdré%f a preventive agent for

trenone; reventin
carcnrm@enesnsgﬁ tiear mnﬁerldemued froa:’rahepatutdievwﬁedrrhoslm 15) a use of

menaﬂe&%&p féﬁ gr%saméﬁac hf%;%lfl%%f nBtrn\'bers 'g@%rpﬁﬁ%gﬂcf‘noedenggls of liver

cancef HefivEaFRNeRbpatiis CivireisGaisdis.derived from hepatitis
Cvirus cirrhosis, conprising adm nistering

[0013henat et renone. [0012] In the third aspect, the

The t%ﬁj@gk Péﬁ &“hbg& n?tl'}:bopr%rsgﬁ ﬂ@ ntlc;ril?g‘a%ly?ﬁ‘?eé?{s hepatocellular

one nanu ure preventi
carcird@edt Fhahes ane terag@hesnis lioér d:lusease”aaaemdan théb}esentmnhon
of nenatetrenone for the manufacture ofh a.grevent ve

meang@*@pptm%ang STERGTIY) e FUghermeye, g eem "ar ysegip the present
mvengﬁﬁ fHidhs! |¥§‘ése@.' §88sified B3hn the'ff QFna'@Q?élﬁéétWéﬁtérﬁr

nranu acture of a preventive agen
Moremmrpthedgeméhepahﬂs vifusecirrbasistuselt in thecpresent invention mainly
rrhosis;

f th ..
meang RGNS GPUVE TTETB/ERATTS thyehebae C dinidodeagdition, the
term ‘@ardihdGEndsid1aeddR the Preder VeARBH iniégns/initiad detection of cancer

cirrhosis; 15) a use of nenatetrenone for the

cells imepatieats whe haveangs developed@ eanaer Yebr car ci nogenesi s
of liver cancer derived fromhepatitis C virus
cirrhosis.

Advantageous Effects of the Invention

[0014]

The preventive agent for carcinogenesis containing menatetrenone according to the
present invention provides an extremely superior effect relating to the prevention of
the carcinogenesis of liver cancer in cirrhosis patients, specifically, in patients with
cirrhosis derived from the hepatitis C virus.

Best Mode for Carrying Out the Invention

[0015]

The following embodiments are exemplary for explaining the present invention, and
do not intend to limit the present invention to these embodiments. The present



[0013] The term"liver cancer' used in the present

i nvention mainly nmeans hepatocel |l ular carcinoma.

Further, the term"chronic Piver disease" used in the

present invention mnmeans hepatitis and cirrhosis.
. Furthermore, the term"cirrhosis" us [ n_the present
inventiaf it PB T Risme g de Zutiely dEBoes §53ng fs e is fhparture
from tRb&pHitfdrtithe GRop¥ F e pre¥eherventiohhe term "hepatitis

virus cirrhosis" used in the present invention mainly
[0016freans cirrhosis derived fromthe hepatitis B or

titi Vi i.fian, :
ven=AP Hfef 14 BBkt b B 0k Mol Pegre 7oy
tetrapréhyli1a4-ndphiguinorel Transteucturs forenula op aleretéteervdre is
~_have not devel oped a cancer yet. Advantageous Effects
indicaged PEWW.nventi on [0014] The preventive agent for
car ci nogenesi s contai ni ng nenatetrenone according to
the present invention provides an extrenely superior
[Formedd ¢t relating to the prevention of the
carclihogenesis of liver cancer in cirrhosis patients,
spechfically, in patients with <cirrhosis derived from
é' C virus. Best Mode for Carrying Qut the
r%015] The foll owm ng enbodi nents are
for explaining the present invention, and
it . .

mpl in a variety of| nodes as | png as therg
no départure fi@athe spirGldzand t he Gbape of theH3
present invention. [0016] Menatetrenone used in the
present invention has the chem cal nane 2-nethyl - 3-
[00173 etraprenyl - 1, 4- napht hoqui none. The structural
ormul a of nenatetrenone is indicated below [Fornula
Menatetiendhe is a yellow crystal or oily substance, odorless and tasteless, and is

prone to photodegrade. Menatetrenone is also nearly insoluble in water.

[0018]

Menatetrenone itself used in the present invention can be manufactured by well-
known methods, and, as a representative example, is easily manufactured by the
method disclosed in Japanese Patent Application Publication No. S49-55650;
menatetrenone can also be readily available commercially from synthetic
manufacturers.

[0019]

Menatetrenone used in the present invention may be formed into an anhydride, or a
hydrate. Moreover, menatetrenone is also present as a crystal polymorph, and may
be a single crystal form or a mixture of crystal forms. Further, metabolites produced
by the decomposition of menatetrenone in the living body are included in the scope
of the claims of the present invention.

[0020]

A medicament of the present invention may use menatetrenone as is, or
menatetrenone may be manufactured using conventional methods by mixing with
well-known pharmaceutically acceptable carriers (for example: fillers, binders,



Menat etrenone is a yell ow c?yst al or oily substance,
odorl ess and tasteless, and is prone to photodegrade.
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Menat et renone used in the present invention may be
pharmagawieal PregatatosAglRe dablelsy PRWRG%TRedraRKiesgenLies.

&) RABBokiforRlsS thidutaserd i 18! sk bYtEPB
capsUg SRl BP0t for s P AP e el DTS, ST pHpesiand the
like. crystal forms. Further, netabolites produced by the
0021jiecorrpositi on of nmenatetrenone in the living body are
[ #ncluded in the scope of the clains of the present

In addifi¥® the Modd R HAMinAtrEREh GRiRiHatetreridife i PRHicularly limited in
i nvention nay use menatetrenone as is, or

the present iovertiom duleyalrsministation is peferablr; Menataitanemngl can be

acqu 5 B E5pShie L FbBEY R ASPAU oPRAURE Rl hkimecures

by Eishi Ga! e edndGlaiesy dapsulepriarmdatitired by GisaitC., Ltd.); as syrup
flavorings and fragrances, stabilizers,  enulsifiers,

undenihesigmmersianane eF Kayiwg syrpdmanufaqtured Ris Fisai Co., Ltd.); and

as an%@ﬁ%b‘f@%é%ts?ncf’é?qhe %BH RrciA Rbte 6t }Qa)?two"’w q'oﬁ)‘t{é@tiéh ng

Wi conponent's generally used as raw 1 ngredients of
(manpfagtured éytkisail Cor &frthy.ati ons. Mreover, conponents such
(002 s vitam ns, and am no acids may be m xed as

ecessary. Exanpl es of dosage fornms for the
In general, a dosage of an agent containing menatetrenone is preferably from 10 to

200 mg / day, and more preferably, from 30 to 135 mg / day.

[0023]

Test examples of the present invention are described below, but these are exemplary,
and the present invention is not limited to these test examples. In addition to the test
examples indicated below, a person skilled in the art can make a variety of
modifications within the scope of the present invention, and such modifications are
also included in the scope of the claims of the present application.

[0024]

Test Example 1

Method

A primary test was conducted targeting 50 female virus cirrhosis patients.

The diagnosis of cirrhosis was based on histological examination of liver
specimens obtained by laparoscopy or needle biopsy performed under ultrasonic
guidance.

If results of abdominal dynamic CT and abdominal ultrasonography suggested

the presence of hepatocellular carcinoma, a liver biopsy was performed.



pharmaceutical preparation include tablets, powders,
fine granules, granules, capsules, syrups,
suppositories, injectable adents, ointments, skin
patches and the Ilike. [0021] |In addition, the node
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0024] Test Exanple 1 Method A primary test was

cdhewtinisal trial yasiqegdeoteddnecsordange with teodelsinki Declaration

|ents cirrhosis was based on
and ?%rl’r%?%gy%@%ﬁﬁgf%bﬁ" g% ®iiver speci nens obt ai ned
bgtAtaRielPatNPs Was &R HEE bt ARAYSAS SbRWERS (v&rsieh 8.12). The x2
ultrasonic gquidance. If results of abdom nal dynam c

test wab used i9hrRseisa dhe hpmogeoady phpraupsu dgestiadive incidences were
plotted by the Kaplan-Meier method, and statistical significance of differences was
analyzed by the log-rank test. Cox’s regression analysis was used for univariate and
multivariate analysis. In both studies, the two groups were similar with respect to age,
the Child-Pugh stage, and the other clinical findings (See Table 1).

[0025]

Table 1



the presence of hepatocellular carcinoma, a liver

bi opsy was performed. 7 Half were randonmly assigned

to receive 45 ng/day of vit&mn K2 (4 akay; Eisai Co.,

Tokyo, Japan) p.o., and half were assigned to the

control group Randomi zati on was performed by placing

t he t as nnments in sealed envelopes. At the
Ta@i%dl- a§ léxefqth'agqc§%r 21 patients in the treatnent
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th taé m nki
Decl aration and was approved by our eth| CsS conmttee.

d t
M%@ti*‘gﬁ%# t%%*ai*oﬁééi%ﬁﬁp%ﬂ%ﬁhﬁ pfHelatt Lahe il AR
snyawrtegtrf@a Vative inci dences were
El otted by the Kapl an I\/lel er nethod, and statisti cal
[0026 ignificance of differences was anal yzed by the
Result®9-rank test. Cox's regression analysis was used for
univariate and nultivariate analysis. In both

shaghewn infdG hoagresuits ofer Z-yeanfdllaw-up studyewbiethe o

cum 88 S BTN VA B B Ip 50 comv

groupBafiphatBE lehaingab givestanser T eaifrinpatiemts, rarlly P of 21ysatients in the

treatment group developed liver cancer. In this way, the cumulative incidence

percentage of liver cancer patients in the treatment group was much smaller than
that in the control group.

According to univariate analysis, odds ratio of the treatment group to the
control group of developing liver cancer was 0.195 (from 0.042 to 0.913) (See Table
2).

[0027]
Table 2
Table2. Crude Odds ratios for development of HCC

Odds ratio 95%CI P-value

VK2/Control 0.195 0.042-0.913 0.038
Total bilirubin 1.231 0.326-4.643 0.760
(1.0+/<1.0)

Serum albumin 3.800 0.800-18.059 0.093
(<3.5/3.5+)

Platelet count 1.547 0.461-5.187 0.480
(<100/100+)

ALT(<80/80+) 0.624 0.165-2.356 0.487
AFP(20+/<20) 1.673 0.359-7.786 0.512

IFN(+/-) 1.000 0.215-4.646 1.000




(n =21) (n = 19) Average age (yo) 59.8+48.7 61.4+7.1
ns EIBVWHCY 1/20 1/18 ns A bumn ~f,/dl) 3.9+0.3
3.9+0.3 ns Platelets (10 / MB) 14.7+5.4 12.1+45.2 ns
Total bilirubin (ng/dl) 0.8+0.2 0.9+0.4 ns ALT
(1Wn) 81.7+42.7 70.4+33.4 ns AFP (mag/dl) 13.4+17.7
13.3+8.7 ns Mann-VWhitney U test for age, serum

[0028p! bumi n, platelets, total bilirubin, ALT and AFP;
chi -square test for HBV / HCV. [0026] Results As
shen comdercting multivariaée anakysisfcampensatingifor a@wajgmne

aminafiaradt sl Gk clnSioe TRE L doia® PRt afesolnt, o-
fetoprGfe‘PNgn[t-' g} tdrf&ﬁﬁl@ﬂon beREAtAEHt D r¥| IFKEX, t‘h@"&ﬁfs fiafio Of Bhe frdatment

pati only 2 of 21 patients in the treatnent
groupdo diug cdeivell grpap df idegelopangclever cincermhvas G226 (0h@16 to 0.992) (See
nmul ati ve incidence percentage of |iver cancer
Tabl gﬁtients in the treatnment group was nuch snaller than
that in the control group. According to univariate
anal ysis, odds ratio of the treatnment group to the
control group of developing liver cancer was 0.195
(fromO0.042 to 0.913) (See Table 2). [0027] Table 2
Tabl e2. Crude Odds ratios for devel opnent of HCC (dds
[oo291ati o 95%1 P-value VK2/Control 0.195 0.042-0.913
038 Total bilirubin 1.231 0.326-4.643 0.760
Table@. 0+/ <1 . O

Table3. Adjusted Odds ratios for development of HCC

Odds ratio 95%CI P-value
VK2/Control 0.126 0.016-0.992 0.0491
Total bilirubin 0.294 0.042-2.044 0.2161
(1.0+/<1.0)
Serum albumin 33.434 2.362-473.352  0.0094
(<3.5/3.5+)
Platelet count 2.235 0.458-10.900 0.3200
(<100/100+)
ALT(<80/80+) 0.393 0.071-2.164 0.2831
AFP(20+/<20) 1.689 0.306-9.335 0.5477
IFN(+/-) 1.260 0.201-7.903 0.8053

Adjusted for age and all other variables in this table.
It should be noted that the term “Cl” in Tables 2 and 3 is an abbreviation of

Confidential Interval, and means the “confidence interval’”.

Industrial Applicability
[0030]

With the preventive agent for carcinogenesis containing menatetrenone as the
active ingredient according to the present invention, superior effects in preventing
liver cancer of patients suffering from cirrhosis, in particular, patients suffering from
hepatitis C virus cirrhosis, can be exhibited.



Serum al bunin 3.800 0.800-18.059 0.093 (<3.5/3.5+)
Pl atel et count 1.547 0.461-5.187 0.480 (<100/100+)
ALT(<80/80+) 0.624 0.165-21856 0.487 AFP(20+/ <20)

1.673 0.359-7.786 0.512 |IFN(+/-) 1.000 0.215-4. 646

, . 000..9 }EPZS. \When conducting multivariate analysis
Bnefﬁéaﬁﬁeﬁe%P BYE9Sage, al anine ami notransferase

[0031Pctivity (ALT), plasnma al bumin, total bilirubin,
pl atel et count, (X- fetoprotein (AFP) and history of
FIG. 1tindisatesrthetoumutative incidensadereentage of liverecancert MG in this

. rou o the contraol, ar Oping |iver cancer

f'gureg%éngpbﬁeé’éaqt‘iﬁ‘. %2%‘9?8“%.98@% 8%r§grg°\mérabl e 3). [0029]
Table 3 Tabl e3. Adjusted Odds ratios for devel opnent
of HCC Odds ratio 95% P-value VK2/Control 0.126
0.016-0.992 0.0491 Total bilirubin 0.294 0.042-2.044
0.2161 (I.0+/<l.0) Serum al bumi n 33.434 2.362-473. 352
0.0094 (<3.5/3.5+) Platelet count 2.235 0.458-10.900
0. 3200 (<100/100+) ALT(<80/80+) 0.393 0.071-2.164
0.2831 AFP(20+/<20) 1.689 0.306-9.335 0.5477
I FN(+/-) 1.260 0.201-7.903 0.8053



Adj usted for age and all other variables in this
table. It should be noted that the term"d" in Tabl es
2 and 3 is an abbreviationldf Confidential Interval,
and neans the "confidence interval". |ndustri al

Applicability [0030] Wgﬁw_@@ﬂg preventive agent for
carci nogenesi s containin tetrenone as the active
i ngredi ent according to the present invention,

superior effects in preventing |I|iver cancer of .
dafi erfs prayventive aagnt fos sredineganssis of liyep spneerucamprising

' S ' hepatitis C virus cirrhosis,
menat%ﬁ'%hgﬁé%%h%%ﬁggnﬂg%:r&%\rti ef Description of Draw ngs
[0031) FIG 1 indicates the cunulative incidence

percentage of liver cancer. HCC in this fi?uri IS a}q .
dBbr eA Baventive agRBbLIAN SBETINQEANIEsIHPLFaNsRR derveAfioR chronic

. ' ' ' f liver

iver isbhsd, E54FShE YioSPnifit pSAARETAGRURA
ingredient. [2] A preventive agent for carcinogenesis
of . cancer der. ved fE m chronic |i v€|rsz di sea

dahpr i PrySRENE BORRLIRS FerdieogrNesis PV SARGE: dsrived figm
cirrho%g?é@ﬁﬁ@ﬁ%ipg‘?né}%ﬁairerf\é’tﬁe 687 SAYBNKSedicHt. | 1 ver cancer

rrve m cirrhosis, conprising nenatetrenone as
an active ingredient. [4] A preventive agent for

ci npgenesi.s of |jwver n o[ | fr | 4
R s BRFT R LYe Tosph T car oS bt B et dHREAL 1%
hepatitiB3ire@i ffiosi$ dompridiey Bidnatstrauste ad an aetve ingpediensi s
of liver cancer derived from hepatitis C virus
cirrhosis, conprising nmenatetrenone as an active

59 P e e BT g o o

hepatRidrG Rirg$ elrfnugisyeoaipeisirenmenatdtrénoAenas A dctivar ingredient.
preventing carci nogenesis of cancer derived from
chronic

[6] A method for preventing carcinogenesis of liver cancer, comprising

administering menatetrenone.

[71 A method for preventing carcinogenesis of cancer derived from chronic

liver disease, comprising administering menatetrenone.

[8] A method for preventing carcinogenesis of live cancer derived from
chronic liver disease, comprising administering menatetrenone.

[9] A method for preventing carcinogenesis of live cancer derived from
hepatitis virus cirrhosis, comprising administering menatetrenone.

[10] A method for preventing carcinogenesis of live cancer derived from

hepatitis C virus cirrhosis, comprising administering menatetrenone.

[11] A use of menatetrenone for the manufacture of a preventive agent for

carcinogenesis of liver cancer.



l'iver disease, conprising adm nistering nenatetrenone.

[8] A nethod for preventi ngi carci nogenesis of live

cancer derived from chronilé Iiver disease, conprising

adm ni stering nenatetrenone. [9] A nethod for

preventing carci nogenesis of |ive cancer derived from

hepatitis virus cirrhosis, conprising adm nistering

MBopt & L8 en ﬂ\er{alél}erﬁd@sfoh% rizhUP R RNGf eﬂﬁreventlve agent for

carci nogenesi s of |ive cancer derived from hepatitis
carcinggenesis of canerysdesiveddrain ichramic Hven diseass.i ng

nmenat etrenone. [11] A use of nenatetrenone for the

manuf acture of a preventive agent for carcinogenesis

qh 3| i vieuse ah ernatdtfendrisior fhelsaanofadiereadfed pesventvé agent for

the manufacture of a preventive agent for
carcinggapaess §& Hea canser QQHE%‘? freBy ¢{r8asiSr om chronic i ver

di sease. [13] A use of nenatetrenone for the

manuf acture of a preventive agent for carcinogenesis

dfi4] i veuse ah oenatetrencte 1for¢h|a manufacture of d prevantise agént for

menat et(raﬂ]one for the n& cturg of, adgr eventive
carcinggdenesis V%ra‘?%]cﬁf)@%ﬂ%% opY hepgtlis IS QrNeRISi ved from

hepatitis virus cirrhosis. [15] A use of nenatetrenone

for the manufacture of a preventive agent for

c[a|5]:| mogee@é rrserta‘tetrewe fon thee mathefactace 6fr @ preveptive vigent for

carcmogene5|s o?'llver Cancer derived from hepatitis C virus cirrhosis.




