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PCT/ JP96/ 03733 1 "#:!:LILSN FOR RELI EVI NG PHYSI CAL AND
NVENTAL FATI GUE AND AMELI ORATI NG CORSH=RL-O The present invention
relates to a conposition directed Bﬂy$d al ‘and nment al fatlgue
and al so to argd byl On of or relkaring IMBake‘ed const ptp tc.
whi ch conprises muirapuama and plant wornms. MiTapedne i s a natural drug
used on the Amazon river basin as an invigorating or restoring tonic from
the old time. Plant worns are also a natural drug used in China as a
sedative or an antitussive fromthe old tinme. Orally adm stering

conposi tions containing a nmuirapuana pgpsckaebIel an extract of plant worns
al one as an effective ingredient are known, but a conposition containing
bot h nui rapuama and plant worns together is

A PHARMACEUTICAL COMPOSITION COMPRISING PLANT WORMS AND MUIRAPUAMA

FIELD OF ART
The present invention relates to a composition
directed to relieving physical and mental fatigue, and
more particularly to a composition directed to relieving
5 physical and mental fatigue, stress, etc. and also to
amelioration of or restoring from weakened constitution,

etc. which comprises muirapuama and plant worms.

BACKGROUND ART
Muirapuama is a natural drug used on the
10 Amazon river basin as an invigorating or restoring tonic
from the o0ld time. Plant worms are also a natural drug-
ﬁsed in China as a sedative or an antitussive from the
old time.
Orally admistering compositions containing a
15 muirapuama extract or an extracf of plant worms alone as
an effective ingredient are known, but a compo§;tion
containing both muirapuama and plant worms together is
not yet disclosed.
An object of the present invention is to
20 provide a composition héving an intensified restoring
effect of muirapuama on depressed physical strength or
stamina due to stresses, etc. by plant worms and also .
-
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not yet disclosed. Dialog Information Service, File 377, Derwent Drug File,
Bi al og Accession No. 00510368, Derwent ACCGSSIOH No. 92-51335 descri bes the
use of a conp05|t|on conpri si ng nNyEEFEpESaRd —tfFe=tr eat ment of physi cal
and- nent al fat|? An obj ect of !Hﬁﬂﬁﬁéﬁﬁﬁ Sdﬂéﬁ!ubn is to provide a
conposi ti on W4 i ntensi fi ed r est OBEWCEEQ ect df i r & 3
depressed physical strength or stanm gue g55es by pl ant
wor s and al so 2 having effects on rglleV|ng of stresses and physi cal
fatigue and on anelioration of or restoring from weakened constitution
w t hout any side effect, even if

having effects on relieving of stresses and physical

fatigue and on amelioration of or restoring from weakened
constitution, etc. without any side effect, even if

administered for a long time.

5 DISCLOSURE OF THE INVENTION
As a result of extensive etudies, the present
inventors found a novel combination:of muirapuama with
plant worms, which has a synergistie effect on relieving
physieal and mental fatigue due to stress, and
10 ameliorating weakened constitution, etc., where
muirapuame can effectively normalize stresses, that is,
disturbances in bodies due to various external and
internal factors and plant worms can effectively promote
metabolism and relieve physical and mental fatigue such
15 as general feeling of weariness, drows:ness, a feeling of
' :expansion, etc. and established the present invention,-
According to the present invention, there:is
provided a composition for relieving physical and mental
fatigue and ameliorating weakened constitution, which
20 comprises muirapuama and plant worms as effective
ingredients.
Original plants fof muirapuama for use in the
present invention are shrubs of family Olacaceae growing
on the Amazon river basin in Brazil, including such

25 species as gtgchopetalum olacoides, Ptychopetlum

uncinatum, and Liriosma ovata, among which the species

gtgchopetalum olacoides is preferable. Needless to say,
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adm nistered for a long time. 5 As a result_ ext ensi ve studies, the
present inventors found a novel : I rapuama Wi th plant worns,
whi ch has a synerglstlc ef f ec T (= A0 phywical and nental fatigue due

to stress, ?7 E¥E|I0ratl Ftution, gﬁ@é
mui r apuanma can e f%c Ively ”0\,1—4 , that is, di st BF¥ Pt
bodi es due to various external™and internal factors and pl ant worns can

effectively pronote nmetabolismand reliewd physical and nental fatigue such
15 as general feeling of weariness, drowsiness, a feeling of expansion,

and established the pr.ese ventj on. Accordln h resent |nvent|on
there i s provi %l??%%ﬁﬁ? gégﬁgﬁ_fﬁigﬂ % é Eiifééhﬁ CPBRt i gue

and anel ioratipg yeakenaq %B@%:I:ééléﬂ@’ln%éﬂt% 0r68EB" &£ hdBY Fapuama and

pl ant worns as effective
original plants are used.

. Plant worms are stomas of preferably the genus

5 Cordyceps of family Clavicipitaceae and larvas of insects

on which the genus Cordyceps are parasitic. Those of

genuses Simizuomyces, Podonectrioides, and Torrbiella of

the same family Clavicipitaceae can be also used.

The muirapuama of the present invention can be
10 used as an ext:act'and the extract can be obtained in the
following manner:

Finely shredded muirapuama roots are mixed
with dilute ethanol and subjected to infusion for 2 days
ﬁith occasional stirring, and the resulting infusion is

15 filtered. The residues are further mixed with dilute
ethanol and subjected to infusion for 2 days with
occasional stirring and the resulting infusion is also
filtered. The resulting two filtrates are combined
together and concentrated under reduced pressure to

20 obtain a muirapuama extract.

The plant worms of the present invention can
be used as an extract or a fruid extract and the extracts
can be obtained in the following manner:

Rough-shredded plant worms are mixed with

25 dilute ethanol and left for standing at room tempexrature
for about 2 hours, and then the resulting solution is
further mixed with dilute ethanol and subjected to

infusion by leaving the solution for standing at room
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ingredients. Original plants for nU|rapuana for use in the present
i*nvention are shrubs of fam |y (Facs __omAng on the Amazon river basin
in Brazil, including such 25 spg B3] um ol acoi des,
Pt ychopet | um unci natum and Lir T i ch the species
Pt ychopet al IMP8V2d3¥ des i s pref er abl e—Reed say, PETUPRS/03TECI €5
Pt ychopet| um unci natum and Liriosma ovata can sed. In the present
i nvention, roots of these original planjs are used. Plant worns are stomas
of preferably the genus 5 Cordyceps of tamly C avicipitaceae and | arvas of
I nsects on which the genus Cordyceps are parasitic. Those of

temperature for 3 days to obtain an extract as an

infusion. The thus obtained extract is left for standing
at room temperature for 2 days and filtered through a
filter paper to.obtain a fluid extract.
5 According to the present invention, the

effective dosage of muirapuama extract, for an adult is
10 to 5,000 mg/day, preferably 50 to 1,500 mg/day in
terms of bulk natural drug, andthe effective dosage of
fluid extract of plant worms for an adult is 10 to 5,000

10 mg/day, preferably 50 to 1,000 mg/day in terms of bulk"
natural drug. That is, 0.002 to 500 parts by weight,
preferably 0.03 to 30 parts by weight, more preférably
0.5 to 8 parts by weight, of a muirapuama extract is used . .
per part by weight of a fluid extract of plant worms in .

‘15 ‘terms of bulk natural drugs.

The present_composition can contain caffeine,

watér-scluble vitamins such as vitamin B,, vitamin B,,
vitamin B,, vitamin B,,, vitamin'c, biotin, carnitine,
pantotenic acid and nicotinic acid and their derivatives,

20 fat soluble vitamins such as vitamin A, vitamin E and
their derivatives, taurine, amino acids such as arginine
.and other natural drugs, such as extracts or tinctures of
agkistrodon, ginseng, astragalus root, polygonati root,
licorice, poria sclerotium, rehmannia root, Japanese

25 angelica root, lycii fruit, cinnamon bark, velvet horm,
barren-worts, cistanchis caulis, chinese gutta perxrcha,
schisandra fruit, eleutherococc, ophiopogon tuber,

polygoni multiflori root, bovine bile, etc.

_____________—'———————-—

Sheet Has. Been Replaced

R



genuses Sim zuonyces, Podonectri oi des,
Cl avi ci pitaceae can be al so ysed——=
can be 10 used as an extract
fol t owi ng nanqﬁf nely shr dided MEALANTIARR-—+o8ts are ni xe ute
et hanol and su Jecte to i nf usFef 2 days with occasional s{lrrlng, and
the resulting infusionis 15 filtered. The residues are further m xed
with dilute ethanol and subjected to inf®sion for 2 days w th occasi onal
stirring and the resulting infusion is also filtered. The resulting two

filtrates are conbi ned toget her apnd concent,r at ed u der .r educed e@Lessure to
20 obtain a nuirapuana BEPS e? e°?WERﬁfkh9PnEan BhROB R T Sh &nt i on

b d : d b
o eed T (R AL 10, B b S it

preparations, for example, preparations for oral

bi el la of the sane famly
%@E i of the present invention
%pt cal] be obtained in the

administration (e.g. granules, powder, capsules, tablets,

5 dry syrup, liquid preparations, etc.) or injection, or
foods, for example, soft drinks or solid foods (e.g.
biscuits), prepared by mixing with other known additives,
for example, a vehicle, a disintegrator, a binder, a
lubricant, an antioxidant, a coating agent, a coloring .

10 agent, a corrigent, a surfactant, a plasticizer, a pH
regulating agenf, a refreshing agent, a suspending agent,-
.a defoaming agent, a thickening agent, a dissolving aid,
etc. according to the ordinary method or can be added to
soft drinks or food as a functional ingredient or an

15 additive.

According to the present invention, a single
composition of a muirapuama extract and a single
composition of an extract of plant worms can be sealed in .
separate ampules, respectively and used upon mixing of

20 the single composition or used without the mixing
simultaneously when administered.

The vehicle includes, for example, a sugar
alcohol such as D-mannitol, xylitol and D-sorbitol,
saccharides such as glucose, sucrose, lactose and fruit

25 sugar, crystalline cellulose, sodium carmellose, calcium
hydrogen phosphate, wheat starch, rice starch, corn
starch, potato starch, dextrin, 8-cyclodextrin, light

anhydrous silicic 6cid, titanium oxide, magnesium

i \\ﬁii‘ il



Rough- shredded plant worns are mixed with 25 dilute ethanol and left for
standi ng at room tenperature about 2 hours, and then the resulting
solution is further m xed w : ..and subj ected to infusion by
| eavi ng the sol ution for stajpdi enperature for 3 days to
obtain an exWPARMM an i nf ulsig #i ned ext r actPOTSPYBIIIf Or
standi ng at roomtenperature for =f+d't ered through a filter paper
to obtain a fluid extract. 5 ¢ According to the present _

i nvention, the effective dosage of nuirapuama extract, for an adult is 10
to 5,000 ng/day, preferably 50 to 1,500 ng/day in terns of bulk natural
drug, and t haedpsddicatedotupjamate, etc.

The disintegrator includes, for example, low-

substituted hydroxypropyl cellulose, calcium
carboxymethyl cellulose, sodium croscarmellose
5 hydroxypropyl starch, partially gelatinized starch, etc.

The binder includes, for example, methyl
celluiose, hydroxypropyl cellulose, hydroxypropylmefhyl
cellulose, polyvinylpyrrolidone, gelatin, gum arabic,
ethyl cellulose, polyvinyl alcohol, pullulan, gelatinized

10 starch, agar, tragacanth, sodium.alginate, propylene
glycol alginate, etc.

The lubricant inciudés, for example, stearic
acid, magnesium stearate, calcium stéarate, polyoxyl
stearate, cetanol, talc, hydrogénated'oil, sucrose fatty

15 acid ester, dimethylpolysiloxane, yellow beeswax, white’
beeswax, etc.

The antioxidant includes, for example,
dibutylhydroxytoluene (BHT), propyl gallate,
butylhydroxyanisole (BHA), tocopherol, citric acid, etc.

20 The coating agent includes, for example,
hydroxypropylmethyl cellulose, hydroxypropyl cellulose,
methyl cellulose, ethyl cellulose, hydroxypropylmethyl
cellulose phthalate, hydroxypropylmethyl cellulose
acetate succinate, carboxymethylethyl cellulose,

25 cellulose acetate phthalate, polyvinyl acetal
diethylaminoacetate, aminoalkyl methacrylate copolymer,

hydroxypropylmethyl cellulose acetate succinate,

methacrylic acid copolymer, polyvinyl acetate
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f|UId extract

preferably 50 to 1,000 ny/ d§y

preferably O.

part by weigh

of plant worns for an 0 to 5,000 10 ng/ day,

% natural drug. That is, 0.002
to 500 parts by weight, pre erﬁ | %! parts by weight, nore
{ arts b {o—Ob—a=fiirapuana extrac per
%0&912213 | uid extract of plant wornms in 15 terns 2”

nat ural drugs.

and their deridi@thydamipgacetate

nat ural drugs,

astragal us root, polygona

. The present conposition can contain caffeine, mater-soluble
vitam ns such as vitamn Blerr], vitamn?B[err], vitamn B[err], vitamn
Blerr], vitamin C biotin, carnitine, pantotenic acid and nicotinic acid
and their derivatives, 20 fat soluqﬁg vitanins such as vitamn A vitamn E

FOO poria Sc

186 d€%Such as arglnlne and ot her

such 5 GRLr 861 Se Bl el 163100 R0KESL T gseng.

erotl manni a

root, JapaneseégonedidfektratfOlridoiavity, ueamemrs’amziw,ktﬂehyah hor m

oxide, etc.

The surfactant includes, for example,
polyoxyethylene hydrogenated castor oil, glycerin
monostearate, sorbitan monostearate, sorbitan

monolaurate, polyoxyethylene polyoxypropylene,

_polysolvates, sodium laurylsulfate, macrogols, sucrose

10

15

20

25

fatty acid ester, etc.
The plasticizer includes, for example,

triethyl citrate, polyethylene glycol, triacetin,

.cetanol, etc.

The pH regulafing agent indudes, for example,
citric acid, malic acid, sodium hydrogen phosphate,
dipotassium hydrogen phosphate; etc.

The refreshing agent includes, for example, 1-
menthol, mentha water, etc.

The suspending agent includes, for example,
kaolin, sodium carmellose, xanthane gum, tragacanth, etc.

The defoaming agent includes, for example,
dimethyl polysiloxane, silicone deforming agent, etc.

The thickening agent includes, for example,
xanthane gum, tragacanth, methyl cellulose, dextrin, gtc.

The dissolving aid includes, for example,
ethanol, sucrose fatty acid ester, macrogol, etc.

In case of soft drinks, a particularly desired

taste or flavor can be given by adding other

" \\\
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barren-worts, cistanchis caulis, chinese gutta percha, schisandra fruit,
el eut her ococc, ophi opogon tug - £flori root, bovine bile.

5 The present conposition ca -ﬁqsgﬁmiﬁhgﬁﬁgggqgr-taken directly as it is,
or in such forns as nedi cal QreparggpiyceDd for dxanpl e, preparations for
oral adm ni SWOR726134 (e. g. Qr BatH-=e SO , psul es, tabl ePCTAIFS6/03133/
syrup, liquid preparations) or injection, or foods, for exanple,
soft drinks or solid foods (e.g. biscuitéﬂ, prepared by m xi ng with ot her
known additives, for exanple, a vehicle, a disintegrator, a binder, a

| ubricant, an antioxidant, a coating agent, a coloring 10 agent, a
corrigent, a physixslcyiicalayphesiveisadystanceld, minerals, vitamins,

hormons, nutrients, flavorings, etc. to the present

composition, besides the above-mentioned additives.

POTENTIALITY OF INDUSTRIAL UTILIZATION

5 . The present composition has a preventive or
ameliorating effect on physical or mental fatigue,
stresses and weakened constitution or promotion to
recover therefrom, without any side effect, even if

administered for a long time.

10 BRIEF DESCRIPTION OF DRAWINGS

Fig. 1 shows durable swimming time of rats in
forced swimming by administration of the present liquid
preparation (plant worms and muirapuama), single liquid
preparatioﬁs of plant worms, and muirapuama, respectively

15 and control (purified water).

Fig. 2 shows total intakes of the present
liquid preparation (plant worms and muirapuama), single
liquid preparations of plant worms, and muirapuama,
respectively and control (purified water) by exercise

20 groups and non-exercise group.

BEST MODE FOR CARRING OUT THE INVENTION
The present invention will be described in
detall below, referring to Examples and Test Examples,

and drawings.
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regul ating agent, a refreshing agent, a suspending agent, a defoam ng
agent, a thickening agent, a dissolving aid, etc. according to the ordinary
nmet hod .or can be added to soft drinks or food as a functional ingredient or
an 15 additiv rding to the present invention, a single .11 on of
a nmuirapuama g%?é@%ﬁ‘and a single conmposition of an extract %?8 ﬁ#é rms
can. be sealed in separate anpul es, respectively and used upon m xi ng of 20
the single conposition or used wi thout the m xing sinultaneously when

adm ni stered. The vehicle includes, for exanple, a sugar al cohol such as
D-mannitol, xylitol and D-sorbitol, saccharides such as glucose, sucrose,.

| act ose and fruitEQEPE&ﬁﬁ%y crystalline cellul ose, sodiumcarnell ose,

eat starch, rice starch, corn starch, potato

cal ci um hydr ogen phggfmhtn

10

starch, dextrin, [e&H v;*?svcxtrin,

Plant worms

i ght

100 mg (in terms of

bulk natural drug)

5 Muirapuama 300 mg (in terms of
bulk natural drug)
Agkistrodon 250 mg (in terms of
bulk natural drug)

Taurine 500 mg
10 Ginseng 600 mg (in terms of
bulk natural drug)
Astragalus 300 mg (in terms of
bulk natural drug)
Polygonati root 300 mg (in terms of
15 bulk natural drug)
Licoriée root 150 mg (in terms of
bulk natural drug)
Poria sclerotium 300 mg {in terms of
bulk natural drug)
20 Rehmannia root 200 mg (in terms of
bulk natural drug)
. Japanese angelica root 200 mg (in terms of
bulk natural drug)
- Lycii fruit 200 mg (in terms of
25 bulk natural drug)

Cinnamon bark

Velvet horn

150 mg (in terms of
bulk natural drug)

300 mg (in terms of



anhydrous silicic acid,

titani um oxi de, magnesi um 6 nmetasilicate
alum nate, etc. The disintegrator includes, for exanple, |low substituted
hydr oxypropyl cellul ose, cal ci um carboxymethyl cellul ose, sodium

croscarnel | ose 5 hydroxypropyl

bi nder i ncl uY@S724

exanpl e, net hyl
hydr oxypr opyl net hyl cell ul ose,
et hyl cellul ose, polyvinyl alcohol, pu
tragacant h, sodium al gi nate, propyl ene
i ncl udes, for exanple, stearic
Barren-~worts

Vitamin B,

5 Vvitamin By

Anhydrous caffeine

%ﬁ

cel I ul ose,
pol yvi nyl pyrrol i done,
gel atini zed 10 starch,

ycol al ginate. The | ubricant

| an,

gel ati n,

bulk natural drug)
1000 mg (in terms of
bulk natural drug)

S mg

5 mg

50 mg

The foregoing components were further mixed

with appropriate amounts of sodium citrate, malic acidg,

sucrose, D-sorbitol soclution, benzoic acid,

10

polyoxyethylene hydrogenated castor oil and distilled

water to make 50 ml of liquid preparation.

Example 2

Formulatidn

Plant worms

15

Muirapuama

Agkistrodon

20 Taurine

Ginseng

Astragalus root

25

Polygonati root

150 mg (in terms of
bulk natural drug)
350 mg (in terms of
bulk natural drug)
300 mg (in terms of
bulk natural drug)
500 mg
600 mg (in terms of
bulk natural drug)
300 mg (in terms of
bulk natural drug)
300 mg (in terms of

bulk natural drug)

starch, partially gelatinized starch. The
hydr oxypr oRAT/IPesA3e330s €,
gum ar abi c,

agar,



acid, magnesium stearate, calciumstearate, polyoxyl stearate, cetanol
tal c, hydrogenated oil, sucrose fatty 15 acid ester, dinethyl polysiloxane,
yel | ow beeswax, white beeswax. The anti oxi dant includes, for exanple,

di but yl hydr ox (BHT), propyl gallate, butyl hydroxyani gql BHA) ,

t ocopherol , C%%?Pgﬁggld 20 The coating agent inc?gygﬁhﬁ¥§
exanpl e, hydroxypropylnethyl cel l ul ose, hydroxypropyl cellul ose, nethyl
cellul ose, ethyl cellul ose, hydroxypropylymthyl cellul ose phthal ate,

hydr oxypr opyl net hyl cel | ul ose acetate succi nate, carboxynethylethyl
cellulose, 25 cellul ose acetate phthal ate, polyvi acet al
diethylaninoacé@&?€1°3n1noalkyI met hacryl at e copoﬂfﬁbﬂg RsFBr 5RTBF /| et hyl

cel lul ose acetate succinate, nethacrylic acid copolgﬁfﬁ,na%yfg!iQ¥Lg?cetate

Poria sclerotium 300 mg (in terns of
bulk natural drug)

5 Rehmannia root 200 mg {(in texms of
| bulk natural drug)
Japanese angelica root 200 mg (in terms of

bulk natural drug)

Lycii fruit . _ 200 mg (in terms of
10 bulk natural drug)
Cinnamon bark 150 mg (in terms of

_ bulk natural drug)

Velvet horn 300 mg (in terms of
bulk natural drug)

15 Barren-worts a 1000 mg (in terms of

bulk natural drug)

Vitamin B, | 5 mg
Vitamin B, 5 mg
Anhydrous caffeine 50 mg

20 The foregoing components were further mixed

with appropriate amounts of citric acid, sodium citrate,
sucrose, D-sorbitol solution, benzoic acid,
polyoxyethylene hydrogenated castor oil and distilled

water to make 50 ml of liquid preparation.

25 Example 3

Formulation




7 di et hyl am noacetate, shell ac.

sor bi t an npnost ear at e,

titani um oxi de. 5

_ The col oring agent includes, for exanple,
turmeric extract, riboflavin, carotin solution,
The surfactant includes, for exanple,

] pol yoxyet hyl ene hydrogenat ed castor
oil, glyceripn nonostearate,

sor bi t an nonol aur at e,

pol yoxyet hyl‘@ﬂ«gw‘b‘&f‘yoxypropyl ene, polysolvates, sodi um | auPgTIRR60I32,

mact ogol s,

sucrose 10

fatty acid ester.

The pl asticizer includes,

for

a

exanple, triethyl citrate, polyethyleng-glycol, triacetin, cetanol. The pH

regul ati ng agent indudes, for exanple,

10

15

20

25

Plant worms
Muirapuama
Agkistrodon

Taurine

Ginseng
Astragalus root
hicorice root
Poria sclero#ium

Rehmannia root

Japanese angelica root

Cistanchis cau;is
Chinese gutta percha
Schisandra fruit
Cinnamon bark

Velvet horn

300 mg (in texrms of
bulk natural drug)
300 mg (in terms of
bulk natural drug)
250 mg (in terms of
bulk natural drug)
500 mg
600 mg (in terms of
bulk natural drug)
300 mg (in term$ of
bulk natural drug)

100 mg (in terms of

bulk natural drug)
250 mg (in terms of
bulk natural drug)
300 mg (in terms of
bulk natural drug)
300 mg (in terms of
bulk natural drug)
300 mg (in terms of
bulk natural drug)
300 mg (in terms of
bulk natural drug)
200 mg (in terms of
bulk natural drug)
200 mg (in terms of
bulk natural drug)

300 mg (in terms of



15 citric acid, malic acid, sodium hydrogen phosphate, dipotassium

Rydr ogen phosphate. The refreshing agent includes, for exanple, 1- nenthol,
ment ha water. The suspendi ng agent includes, for exanple, 20 kaolin, sodium
carnel |l ose, xapthane gum tragacanth. The defoam ng agent i or
exanpl e, di rrem"gﬁlgl'ysi | oxane, silicone deform ng agent. T%Wéﬁi ng
agent includes, for exanple, xanthane gum tragacanth, nethyl cell ul ose,
dextrin. 25 The di ssol ving a8 includes, for exanple, ethanol

sucrose fatty acid ester, nmacrogol. In case of soft drinks, a particularly

desired taste or flavor can be given by adding oth%{ﬂ_k natural drug)

Barren-worts 1000 mg (in texrms of
bulk natural drug)

Vitamin B, 5 mg

5 vitamin B, 5 mg
Anhydrous caffeine 50 mg

The foregoing components were further mixed
with appropriate amounts of citric acid, sodium citrate,
sucrose, D-sorbitol solution, benzoic acid,

10 polyoxyethylene hydrogenated oil and distilled water to
make 50 ml of liquid preparation.

Example 4
Formulation

Plant worms 330 mg (in terms of
15 bulk natural drug)
Muirapuama | 450 mg (in terms of
bulk natural drug)
Agkistrodon 400 mg (in terms of
bulk natural drug)

20 Taurine _ 500 mg
Ginseng 600 mg (in terms of
bulk natural drug)
Astragalus root . 300 mg (in terms of
| bulk natural drug)
25 Licorice root 100 mg (in terms of

bulk natural drug)



8 physiol ogically active substances, mnerals, vitam ns, hornons,

Autrients, flavorings, to the present conposition, besides the
above-nentioned additives. 5 The present conposition has a
preventive or, aneliorating effect on physical or nental fatigue, stresses
and weakened “OoHePt uti on or pronotion to recover therefronPCTAPS6EATIIZ any
side effect, even if admnistered for a long tine. 10 Fig. 1 shows durable
swwmming tine of rats in forced sw nm ng by administration of the present
liquid preparation (plant worns and nuirapuana), single liquid preparations
of plant worns, and muirapuama, respectively 15 and control (purified
water). Fig. PPrsil?oﬁ?lﬁﬁPﬁfu’!‘nt akes of the presen?5Q imgii{dmpregasabfon (pl ant

wor s and mui rapuam), single
bulk natural drug)

- Rehmannia root : 300 mg (in terms of
bulk natural drug)

5 Japanese angelica root 300 mg (in terms of
bulk natural drug)

Cistanchis caulis 300 mg (in terms of

bulk natural drug)

Chinese gutta percha 300 mg (in terms of
10 : bulk natural drug)
Schisandra fruit 200 mg (in terms of

_ bulk natural drug)
Cinnamon bark 200 mg (in terms of
bulk natural drug)
15 Velvet horn ' 300 mg (in terms of
bulk natural drug)
Barren-worts 1000 mg (in terms of -

bulk natural drug)

Vitamin B, ' 5 mg
20 vitamin B, 5 mg
Anhydrous caffeine 50 mg

The foregoing components were further mixed
with appropriate amounts of sodium citrate, mélic acid,
sucrose, D-sorbitol solution, benzoic acid,

25 polyoxyethylene hydrogenated oil and distilled water to

make 50 ml of liquid preparation.



|l iquid preparations of plant worns, and nui rapuama, respectively and
control (purified water) by exercise 20 groups and non-exerci se group. The

present invention will be described in detail below, referring to Exanples
and Test Exa d draw ngs. WO 97/ 24134 IP96/03
PCT/JP96/037g§b§§ lg‘?rple 1 Formul ation Plant worns PCTH 73

100 ng (in terms of bulk natural drug) 5 Miirapuam
300 ng (in ternms of bulk natural drug) 15

Example 5
Formulation

Plant worms 100 mg (in terms of
bulk natural drug)

5 Muirapuama 300 mg (in terms of
bulk natural drug)

Rehmannia root _ 1500 mg (in terms of
bulk natural drug)

Barren-worts 500 mg (in terms of

10 bulk natural drug)
Eleutherococc 750 mg (in terms of
bulk natural drug)

Polygonati root 750 mg (in terms of
bulk natural drug)

15 Velvet horn ' 250 mg (in terms of
bulk natural drug)

Ginseng N 3000 mg (in terms of
bulk natural drug)

Ophiopogon tuber 1200 mg (in terms of

20 ' bulk natural drug)
Schisandra fruit 500 mg (in terms of
bulk natural drug)

Polygoni multiflori root 750 mg (in terms of
bulk natural drug)

25 Cinnamon bark 500 mg (in terms of

bulk natural drug)

The foregoing components were uniformly mixed



Agki st rodon 250 mg (in terns of bul k natural
drug) Tauri ne 500 ng 10 G nseng

600 nmg (in terns of bulk natural drug) Astragal us

3000 g (in terns of bulk natural drug) Polygonati root

300 my (in t¥PH2AM 15 PCT/IP$@B3 nat ur al
drug) Licorice root 150 ng (in ternms of bulk natural
drug) Poria sclerotium 16 300 mg (in terms of bulk natural
drug) 20 Rehmanni a r oot : 200 ng (in terms of bulk

natural drug) Japanese angelica root 200 mg (in terns of bul k

nat ural drug)with appropriate amounts of mannitol, hydroxypropyl
cellulose, magnesium metasilicate aluminate, aspartame

and flavoring and made into three packages of granules.

Example 6
5 Formulation
Plant worms 300 mg (in terms of
bulk natural drug)
Muirapuama 300 mg (in terms of
bulk natural drug)
10 Rehmannia root 1000 mg (in terms of
bulk natur?l drug)
Polygonati root 500 mg (in terms of. -
bulk natural drug)
Velvet horn 250 mg (in terms of.
15 bulk natural drug)
Ginseng 2000 mg (in terms of
bulk natural drug)
Vitamin B, 10 mg -
Vitamin B, 5 mg
20. The foregoing components were uniformly mixed

with appropriate amounts of magnesium metasilicate
aluminate, polysolvate 60 and propylene glycol, and the
resulting mixture ﬁas uniformly £filled into soft capsules

to obtain 9 capsules of preparate.

25 Example 7



Lycii fruit : 200 mg (in terns of 25

bul k natural drug) G nnanon bark _ 150 ng (in terns
of bul k natural -drug) Vel vet horn. 300 ng (in
terns of V\@‘%J’%l 34 ] PCT/IPO6/I03733
PCT/ JP96/ 0373 ul'’k natural drug) Barren-worts
1000 ng (in terns of bulk natural drug) Vitam n B2
5nm 5 Vitamn B6 17 5 nmg Anhydrous caffeine
50 ng The foregoing conponents were further m xed
Formulation
. Plant worms 100 mg (in terms of
.bulk natural drug)
Muirapuama 200 mg (in terms of
5 bulk natural drug)
Barren-worts 500 mg (in terms of
bulk natural drug)
Velvet horn 200 mg (in terms of
bulk natural drug)
10 Ginseng 600 mg (in terms of
bulk natural drug)
Polygoni multiflori root 300 mg {(in terms of
bulk natural drug)
) Bovine bile 650 mg (in terms of. -
15 bulk natural drug)
L-arginine hydrochloride 100 mg
dl-carnitine chloride 50 mg
Vitamin A 2000 I. U.
Vitamin B, 20 mg
20 Vitamin B, 15 mg
Vitamin B, 5 mg
Vitamin B,, 10 pg
Nicotinic acid amide 20 my
Calcium pantothenate 30 mg
25 Vitamin C 50 mg
Vitamin E ' 5 mg

The foregoing components were uniformly mixed



w th appropriate anmounts of sodiumcitrate, malic acid, sucrose, D-sorbito
sol ution, benzoic acid, 10 polyoxyethylene hydrogenated castor oil and
distilled water to make 50 ml of liquid preparation. Exanple 2 Fornmnul ation

Pl ant wor ns 150 ng (in ternms of 15

bul k nat ur al W@PHEM34Li r apuama 35@CRYPIHATB er ns  Of
bul k natural drug) Agkistrodon _ 300 ng (in terns
of bul k natural drug) 20 Taurine ' 500 ngy

G nseng Gb% ng (in ternms of bul k natural
drug) Astragal us root 300 mg (in terns of bulk

nat ural drug)with appropriate amounts of sodium hydrogen carbonate,
polyvinyl pyrrolidone, light anhydrous silicic acid,
magnesium stearate, polyethylene glycol, polysolvate 80

and flavoring to obtain 9 tablets of preparate.

5 Test Example 1
The following groups, each consisting of 7
male SD rats having an average body weight of 200 g, were
tested by orally administering predetermined equal
volumes of the following liguid preparations and
10 subjecting the rats to forced swimming to determine
durablelswimming time.
Group A: administered with the present liquid
preparation (plant worms : 0.2 w/v%
+ muirapuama : 0.6 w/v% in terms of
15 bulk natural drugs)
Group B: administered with é'single liquid
preparation of plant worms (0.8 w/v%
in terms of bulk natural drug)
Group C: administered with a single liguid
20 preparation of muirapuama (0.8 w/v%
o ' in terms of bulk natural drug)

Group D: control (only purified water)

Results of durable swimming time of groups A,
B, C and D are shown in Fig. 1.
25 As is evident from Fig. 1, the durable

swimming time is much more extended in case of Group A



25 Pol ygonati root
dr ug) WO 97/ 24134
11 Licorice

drug) Poria s .um
drug) 5 Rehrra%%’%ggt
nat.ural drug) Japanese angelica root

natural drug) Lycii fruit
bul k natural drug)

with the present liquid

Groups B and C with the

Test Example 2

300 nmg (in terns of bul k natural
PCT/ JP96/ 03733
150 ng (in ternms of bul k natural

300 ng (in terns at ur al
200 g (inte }égﬁ%éhl<

200 ng (in ternms of bul k
19 200 ng (in ternms of 10

preparation than those in case of

single liquid preparations.

Male SD rats having an average body weight of

5 200 g were divided into

the following exexcise groups

each consisting of 5 rats and non-exercise groups each

consisting of 7 rats, and the exercise groups were

subjected to forced swimming tests by conducting forced

swimming for 30 minutes
10 applying about 5- about
to the respective rats,
selective test with the

from the first day till

of forced swimging load

15 The non-exercise groups

manner as above without.

per day for total 10 days while
10% weight load per body weight
and by carrying out a two-bottle
following liquid preparations

the 10th day from the application
to determine their total intakes.
were also tested in the.same

any application of forced

swimming under the weight load.

Group A: intake of the present liquid

preparation (plant worms : 0.2 w/v%

20 + muirapuama : 0.6 w/v% in terms of

bulk natural drugs)

Group B: intake of a single liquid

preparation of plant worms (0.8 w/v%

in terms of original natural drugs)

25 Group C: intake of a single liquid

preparation of muirapuama (0.8 w/v%

in terms of bulk natural drug)



C nnanon bar k 150 mg (in ternms of bul k natural

drug) Vel vet horn 300 ng (in terns of bul k natural
drug) 15 Barren-worts : 1000 nmg (in terns of bulk
nat-ur al mu%Ithﬁthﬂﬂ 5 ng Vitamn
Blerr] 09724134 5 mg Anhydrous caf f ei n@CT/JP96/03733

50 .ng 20 The foregoi ng conponents were further mxed with

appropriate anmounts of citric acid, sogdpumcitrate, sucrose, D-sorbito
sol ution, benzoic acid, polyoxyethylene hydr ogenat ed cast or oiI and

distilled water to nake 50 m qui d freparatlon 25 Exanpl e 3
For mul ati on Group D: control (intake of purified water)

The total intakes of the exercise groups and
the non-exercise groups were compared, and the results
are shown in Fig. 2.

5 As is evident from Fig. 2, the total intake of
the present liquid preparation A by the exercise group is
drastically increased, as compared with the total intakes
of the single liquid preparations B and C by the exercise

groups.



WO 97/ 24134 PCT/JP96/ 03733 12 Pl ant worns 300 ny
(in ternms of bulk natural drug) Miirapuama - 300 ngy
(in terns of bulk natural drug) 5 Agkistrodon '

250 ng (in terps of bul k natural drug) Taurine |
500 ny G nsen&"”"&l“ 600 mg (in ter ECTHPHRR

nat.ural drug) 10 Astragal us root 300 ng (in terns of
t(;]yl k natural drug) Licorice root 21 _w
cLamH R o
. 1. A composition comprising plant worms and
muirapuama.



bul k natural drug) Poria sclerotium 250 ng (in terns

of 15 bul k natural drug) Rehmanni a
r oot 300 ng (in terms of bulk natural drug) Japanese
angel i ca root 300 mg (in terns of bulk natural_dr 20

G stanchi s calq¥4134 300 nmg (in terns of Db 'ﬁ’%ﬁﬁ’éﬁ
drug) Chinese gutta percha 300 ng (in terns of bul k natural
drug) Schisandra fruit 1/2 200 ng (in ternms of 25

bul k natural drug) G nnanon bark 200 ng (in terns
of bul k natural drug) Velvet horn 300 ng (in

terms of FIG.‘]

SWIMMING TIME FOR ADMINISTRATION
_— OF PREPARATION

180+

120

SWIMMING TIME (min.)

60-

A B C D

A : PRESENT PREPARATION

B : SINGLE PREPARATION OF PLANT WORMS
C : SINGLE PREPARATION OF MUIRAPUAMA
D : CONTROL



WD 97/ 24134 PCT/ JP96/ 03733 13 bul k

natural drug) Barren-worts 1000 ng (in terns of bulk
natural drug) Vitamn B[err] 5 nm 5 Vitamn
Blerr] 5 nmg Anhydrous caffeine

50 ng The forg’é’oﬁ"ﬁ‘b‘sﬁorrponents were further mxed with appro"ﬁr{’g{"ém’%unts
of :citric acid, sodiumcitrate, sucrose, D-sorbitol solution, benzoic acid,

10 pol yoxyet hyl ene hydrogenated oi | angydistilled water to nake 50 m of
liquid preparation. Exanple 4 Fornul ation

FIG.2

INTAKE OF PREPARATIONS OF EXERCISE
GROUPS AND NON-EXERCISE GROUPS

180

120

INTAKE OF PREPARATIONS (ml/ 100g BODY WEIGHT / DAY)

H
H
—

ELEL LI LY L Y]
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o
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A B C D

A : PRESENT PREPARATION

B : SINGLE PREPARATION OF PLANT WORMS
C : SINGLE PREPARATION OF MUIRAPUAMA
D : CONTROL

- EXERCISE GROUPS ! } : NON-EXERCISE GROUPS




Pl ant wor ns

bul k natural drug) Miirapuanma

ul kK natural drug) Agkistrodon
bul k natural drug) 20 Taurine =~ . .
600 ng (in ternms of bulk natural drug) Astragal us root

330 ng (|n terms of 15

300 ng (in terns of bulk natural drug) 25 Licorice root
100 nmg (in terms of bul k natural drugl. WO 97/ 24134
um u

PCT/ JP96/ 03733 the species Ptychope

10

15

20

25

be used. 1In the present lnventlon roots of these

-original plants are used

Plant worms are stomas of preferably the genus

'Cordyceps of famlly Clav1cxp1taceae and larvas of lnsects

on which the genus Cordyceps are parasitic.. Those of

genuses Simizuomyces, Podonectrioides, and Torrbiella of

the same family Clavicipitaceae can be also used.

The muirapuama of the present invention can be

used as an ektract and the extract can be obtained in the

following manner:

'Finely shredded muirapuama roots are mixed

with dilute ethanol and subjected to infusion for 2 days

with occasional stirring, and the resulting infuslon'is'
filtered. The residues are further mixed with dilute
ethanol and subJected to infusion for 2 days with

occasional stlrrlng and the resulting infusion is also

_filtered,.'The resulting two filtrates are combined

together and concentrated under reduced pressure to

obtain a muirapuama extract.

The plant worms of the present invention can

- be used as an extract or a fruid extract and the extracts

can be bbtalned'in the following manner:

Rough-shredded plant'worms are mixed Qith'
dllute ethanol and left for standing at room temperature
for about 2 hours, and then the resulting solution is

further mixed with dllute ethanol and subjected to

- infusion by leaving the solution for standing at room

AMENDED SHEET

ncinatum and Liriosma ovata can

450 nmg (in terms of.lu
.400 ng; (in:tenns Qf;
- 500 g G raseng.'



f4 Poria sclerotium - ' 250 mg (in terns of bul k natural

drug) Rehmanni a root ' 300 nmg (in ternms of bulk

fatural -drug) 5 Japanese angelica root . - 300.ng (in- teFHB of. _
bul k natural drug) G stanchis caulis 300 ny (Hﬂ t@yns R
of. bul k natural drug) Chi nese gutta percha 4 f 300 ng (in

terms of 10 : “bul k natural drug)

Schi sandra fruit - 200 nmg (in terns of bul k natural

drug) G nnanon bggdperature for 3 days to obtith rgh (et ¥saHiabdul k

natural drug) 15 Velvet horn - 300 mg (in termns. of

bul k natural drugifusion. The thus obtained extract is left for standing
at room temperature for 2 days and filtered through a
filter paper to obtain a fluid ektrast.
5 According tq'the present invention, the
efféctive dosage.of muirapuama extract, for an adult is
10 to 5,000 mg/day, preferably 50 to 1,500 mg/day in
terms of bulk naturalfdrug, and the effective dosage of
fluid. extract sf plant-worms:for ah adult is 1O-toJ5,pOO
10 mg/day, preferably 50 to 1,000 mg/day in terms of bulk _
natural drug. That is, O. 002 to 500 parts by weight,
- preferably 0.Q3:to'30 parts_by weight, more preferably
0.5 to 8 parts by weight, of a muirapuama extract is used
- per part by Weight of a fluid extract of plaht.worms in
15 terms of bulk natural drugs.
The present cohposition.can cohtain caffeine,
water-soluble vitamins such as vitamih B,, vitamin B,,
vitamin B,, vitamin B#, vitamin C, biotin, carnitine?
pantotenic acid and nicotinic acid and their derivatives, . .
20 fat soluble vitamins such as vitamin A, vitamin E and
thelr derlvatlves, taurlne, amino acids such as arginine
and other natural drugs,lsuch as extracts or tihctures of
-agkistrodon, ginseng, astragalus root, poiygonati root,
licdrice; porié'sclerotium, rehmannis root, JapaneSe
25 angelica root, lycii fruit,lcinhambn bark, wvelvet horm,
barren—worts, cistanchis caulis, chinese gutta percha,
‘schisandra fruit, eleutherococc, ophiopogon tuber,
polygsni multiflori root, bovine bile. '

AMENDED SHEET



Barren-worts 1000 nmg (in ternms of bul k natural
.drug) Vitamn B[err] Sy 20 Vitamn Blerr]
% ng Anhydrous caffeine 50 nmg The foreg0|ng conp@nents
were further mxed with approprlate anounts of sodiumcitrate, malkc aC|d
sucrose, D-sorbitol solution, benzoic acid, 45 pol yoxyet hyl'ene hydr ogenat ed
oil and distilled water to nake 50 m of quU|d preparation. MD 97/ 24134

PCT/ JP96/ 03733 15 Exanpl e 5 Fornul ati on
- The present compOSLtion can be administered or
- taken directly as it is, or in such forms as medical
preparations, for ekample, preparations for oral
administration (e.g. granules, powder, capsnles, tablets,
S dry syrup, liquid preparations) : or injection, or
foods,'for example, soft drinks or solid foods (e.g.
biscuits), prepared by mixing witn other known additives,
for example, a vehicle, a disintegrator, a binder, a -
lubricant, an antioxidant, a ooatingiagent, a coloring
10 agent, a corrigent, a surfactant, a plasticizer, a pH
regulating agent, a refreshing agent, a suspending agent,
a defoaming agent, a thickening agent, a dissolving aid,
etc. according to the ordinary method or can be added to
soft drinks or food as a functional ingredient or ‘an
15 additive. | o |

According to the present invention,ja single.
composition of a muirapuama extract and a single
composition of an.extract of plant worms oan be sealed in
separate ampules, respectively and used upon.nixing of

20 the single composition or used without the mixing
simultaneously when administered.

The vehicle includes, for example, a ‘sugar
alcohol such.as Dfmannitol, xylitol and D-sorbitol,
saccharides such as glucose, sucrose, lactose and fruit

25 sugar, crystalline cellulose, sodium carmellose, calcium
hydrogen phosphate, wheat starch, rice starch, corn
starch, potato starch, dextrin, B—cyclodextrin, light

anhydrous silicic acid, titanium oxide, magnesium

AMENDED SHEET



5lant Wor s 100 mg (in ternms of bul k natural

drug) 5 Mirapuana - 300 ng (in ternms of bul k
fatural drug) Rehmannia root ' 1500 ng (in.ternms of “
bul k natural drug) Barren-worts _ ' 500 mg (in terms “t
of 10 - ' bul k natural drug) " '

El eut her ococc , 750 ngﬁ(ln ternms of bul k natural

drug) Pol ygonati root . : - 750 mg (in ternms of bulk
natural drug) 15meVgkY@icheENaluminate, etc. ' 250 mg (in terms of

bul k natural drug) G nseng 3000 ng (in ternms of
bul k natural drug) Ophiopogee Hubehtegrator includes, ro&ZQQaﬁ@lﬁlnlEﬁﬁnB '

o substituted hydroxypropyl cellulose, calc1um
carﬁoxymethyl cellulose, sodium croscarmellose
5 hydroxypropyl starch, partially gelatlnlzed starch.

The binder includes, for example methyl
cellulose, hydroXypropyl cellulose, hydroxypropylmethyl
cellulose, polyvinylpyrrolidone, gelatin,'gum arabic,
ethyl celluldse, polyvinyl aldohol, pullulan, g?latinized

10 starch, agar, tragacanth,“sédium algiﬁate; propylene
glycol alginate. | |

The lubricant inéludes, for example, stearic
aéid, magnesium stearate, calcium stearate, polyoxyl

~stearate, cetanol, talc, hydrogenated oil, sucrose fatty

15 acid ester; dimethylpdlysiloxané{ yvellow beéswax, white
béeswax. |

The antioxidant includeé, for éxample,
dibutylhydroxytoluene (BHT), ﬁropyl gallate,
butylhydroxyanisole (BHA), tocopherol, cltric acid.

20 The coating agent includes, for example,
hydroxypropylmethyl cellulose, hydroxypropyl éellulose,
methyl Cellulose, ethyl cellulose, hydroxypropylmethyl
cellulosé phthalate, hydroxypropylmethyl cellulose
acetate Succinafe, carboxyméthylethyl cellulose;

25 cellulose acetate phthalate; polyvinyl acetal
diefhylamiﬁoacetate, aminoalkyl methédrylate copolymer,
hydroxypropylﬁethyl celluloselacefate succinate, |
methacrylic acid copolymer, polyvinyl acetate

~y !“'"
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20 ' bul k natural drug) Schisandra

frut 500 (|n ternms.-of bul k natural drug) Polygoni
jrul tiflori root : 750 mg (in terns of bul k natural drug): 25; ‘"“:
G nnanon bark 500 ng (in terns of bul k- naturai

drug) The foregoing corrponents wer e uni form¥ m xed WO 97/ 24134
PCT/ JP96/ 03733 16 with appropriate anounts of nannitol, hydroxypropyl
cel-lul ose, magnesium netasilicate alum nate, aspartanme and flavoring and

made into three gagkageamehodtaBytes sk&ampte 6
| The coloring agent includas; fot example, a
_turmeric extract,.riboflavin, carot%n solution, titanium
oxide. |
5 - - The surfactant includes, for example,
polyoxyethylene hydrogenated castor oil, glycerln
monostearate, sorbitan monostearate, sorbitan
monolaurate, polyoxfethylene polydxypropylene,
. polysolvates, sodium lau;yisulfate,'macrogols, sucrose
10 fatty acid ester. |
The plasticiza: includes, for example,
triethyl citrate, polyethylene glycol, triacetin,
cetanol. L |
The pH regulating agent indudes, for example,
15 citric acid, malic acid, sodium hydrogen phasphate,
dipotassium hydrogen phosphate. |
The tefreahing'agent includes, for example,.l-
menthol, mentha water. |
| The suspending agent includes, for example,
20 kaolin, sodium carmei;ose, xanthane,gum,'tragacanth;
R The defoaming agent includes, for example,
- dimethyl polyailoxane, silicone deforming agent.
'Tha;thickening agent inciudes; for example,
xanthane guﬁ, tragacanth, methyl cellulose, dextrin.
25 _The disaolving aié includes, for exaﬁpie,
ethanol, sucrose fatty acid ester,_macrdgdl.

In case of soft_drinks, a particularly desired

taste or flavor can;be'given by adding other

AMENDED SHEET
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5 _ Formul ati on Pl ant worns 300 ng (in terns

of bul k natural drug) Miirapuama . : 300 ng (in .

ternms of bulk natural drug) 10 Rehmannia root . : L 100@,,_
mg (in terms of bulk natural drug) Polygonati root N

500 ng (in terns of bulk natural drug) Vel vgt horn '

250 ng (in terns of 15 bul k nat ural

.drug) G nseng 2000 ng (in terms of bulk

natural drug) \@h:am«nl@geca}ly actlve substances mineralg) witamiasin
‘Blerr] The foregoi ng

conponent s wer eNQFNPRF i 9‘1‘94'3(%@'5% tf}l%fmﬁ%ﬁﬁ%at e- anomt BNefPRegAREI um

netasilicate .
composition, be51des the above-mentioned additives.

5 S The present composition has a preventive or
ameliorating effeét on physical or mental'fatigue,
stresses and weakened constitution or promotion to
recover therefrom; without any side effect, even if

:
administered for a long time.

10
Fig._i shows durable swimming.time'of'rats in
forced swimming by administration of the present liquid
preparation (plant worﬁé and muirapuama)} single liquid
preparations of plant worms, and muirapuama, respectively
15 and control (purified water). |
~ Fig. 2 shows total intakes of the present
liquid preparation (plant worms énd muirapuama), single
liquid preparations 6f piant worms, and muirapuama,- |
réspectively and control (purified water) by exercise

20 groups and non-exercise group. -

The present ihvenfion will be described in
detail below, referring to Examples and Test Examples,

and drawings.

-~ DTTT



'aLun1nate pol ysol vate 60 and propylene glycol, and the resulting m xture
was unlforn1y fillled into soft capsules to obtaln 9 capsul es of preparate.

25° npl BCT7 JPOBARBY 8%/ 24134 o 9427 AWITH/wei s+ sen-

PCTWJP96/03733 17 Formul ation Plant worns 1 R 100=ng. o

(in ternms of bulk natural drug) Miirapuana : . rvee 202000 2
mg (in ternms of 5 buH<nMUrm

_drug) Barren-worts ' 500 ng (in ternms of bulk

natural drug) Vel vet horn 200 mg (in terns of

COMPOSITIQON FOR RELIEVING PHYSICAL AND MENTAL FATIGUE

AND AMELIORATING WEAKENED CONSTITUTION

The present invention relates toc a composition
directed to relieving physical and mental fatigue and
also to amelioration of or restoring from weakened
constitution, etc. which comprises muirapuama and plant

worms.

3

>

Muirapuama is a natural drug used on the
amazon river basin as an invigorating or restoring tonic
from the old time. Plant worms are also a natural drug

used in China as a sedative or an antitussive from the

4]

Orally admistering compositions containing
muirapuama extract or an extract of plant worms alons zas
an effective ingrsdient are known, but a composition

containing both muirapuama and plant worms together is

Dialog Information Service, File 377, Derwent
Drug File, Dialog Accession No. 00510368, Derwent
‘Accession No. 92-51335 describes the use of a composition

ruirapuama for the treatment of physical and

0
Q
3

0
I
'—-I
n
'.-I
]
Q
3

An object of the present invention is to

e a composition having an intensified restoring

0
H
0
<:
Ql

effect of muirapuama on depressed physical strength or

stamina due To stresses by plant worms and zlso



.buI k natural drug) 10 G nseng 600 mg (in

terms of bulk natural drug) Polygoni nultiflori root 300 ng (in
ternms of bul k natural -drug) Bovine biIe o 650, g (i'n---.
terms of 15 bul k natural drug) - °°: .°
L- ar gi ni ne hydrochl ori de . 100 ng_.dl -carnitine chloride"* *** * -
50 ng Vitamn A : _ ﬁmo . U Vitanin B[err]

20 mg 20 Vitamin B[err] ~ 15 ng Vitanin Blerr]

5 mg Vitamn B[ge¥ing effects on relieving of stPek@bld 3 Pyl aci d

am de 20 ng Cal cium pan?ot henat e 30

25 Vitamn C fatigue and on amelioration o?QQEgggstq:ing from weakened

constitution without any side effect, even if

administered for a long time.

5
As a result of extensive studies, the present
inventors found a novel combinatién of muirapuama with
plant worms, which has a synergistic effect, on relieving
physical and mental fatigue due to stress, and
10 ameliorating weakened constitufion, where

muirapuama can effectively normalize stresses, that is,
disturbances in bodies due to various external and
internal factors and plant worms can effectively promofe
metabolism and relieve physical and mental fatigue such
15 as general feeling Af weariness, drowsiness, a feeling of
expansion, and established the present invention.
According to the present invention, there is
provided a composition for relieviné physical and mental
fatigue and ameliorating weakened constitution, which
20 comprises muirapuama and plant worms as effective
ingredients.
Original plants for muirapuama for use in the
present invention are shrubs of family Olacaceae growing
on the Amazon river basin in Brazil, including such

25 species as Ptychopetalum olacoides, Ptychopetlum

uncinatum, and Liriosma ovata, among which the species

Ptychopetalum olacoides is preferable. Needless to sav,



Vitamn E 5 ng The foregoi ng conponents were
ani formy m xed - WD 97/ 24134

PCT/ JP96/ 03733 18 with appropri ate anounts of sodlun1hydrogen carbona{e v
pol yvi nyl pyrrolidone, |ight anhydrous silicic acid, nagne3|unlstearate .
pol yet hyl ene gl ycol, polysolvate 80 and flagoring to obtain 9 tabl'ets ‘of
preparate. 5 Test Exanple 1 The foll ow ng groups, each consisting of 7
mal e SD rats having an average body wei ght of 200 g, were tested by orally
admi ni stering ptiedespeaiesdPiychdpetl unegnoinetsmf shlolimgosimguiayata can

preparations and 10 subjecting the rats to forced swnmmng to determ ne
be used. In the present invention, roots of these

original plants are used.
Plant worms are stomas of preferably the genus

5 Cordyceps of family Clavicipitaceae and larvas of insects

on which the genus Cordyceps are parasitic. Those of

genuses Simizuomyces, Podonectrioides, and Torrbiella of

the same family Clavicipitaceae can be also used.

X The muirapuama of the present invention can be
10 used'as an extract and the extract can be obtained in the
following manner:

Finely shredded muirapuama roots are mixed
with dilute ethanol and subjected to infusion for 2 days
with occasional stirring, and the resulting infusion is

15 filtered. The residues are further mixed with dilute
ethanol and subjected to infusion for 2 days with
occasional stirring and the resulting infusion is also
filtered. The resulting two filtrates are combined
together and concentrated under reduced pressure to

20 obtain a muirapuama extract.

The plant worms of the present invention can
be used as an extract or a fruid extract and the extracts
can be obtained in the following manner:

Rough-shredded plant worms are mixed with

25 dilute ethanol and left ﬁor standing at room temperature
for about 2 hours, and f;en the resulting solution is
further mixed with dilute ethanol ond subjected to

infusion by leaving the solution for standing at room
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durable swming time. Goup A adnministered with the present |iquid
preparation (plant worns : 0.2 wv%+ nuirapuama : 0.6 wv%in terns of 15 .
bufk natural drugs) Group B: administered with a single liquid preparat|on

of p]ant worms (0.8 wv%in terms of bulk natural drug) Geoup-C : : [
adm nistered with a single liquid 20 4 preparation of

mui rapuama (0.8 W v%in terns of bulk natural drug) Goup D: control (only
purified water) Results of durable swimming tinme of groups A, B, Cand D

are shown in Figgmpbradfure for 3 day® 46 evtidantad remfige ds 4he durable
swinming tinme is nmuch nore extended in case of Goup A

infusion. The thus obtalned extract is left for standing
at rocm temperature for 2 days and filtered through a
filter paper to obtain a fluid extract.
5 According to the present invention, the
effective dosage of muirapuama extract, for an adult is
10 to 5,000 mg/day, preferably 50 to 1,500 mg/day in
terms of bulk natural drug, and the effective dosage of
fluid extract of plant worms for an'adul; is 10 to 5,000
10 mg/day, preferably 50 to 1,000 mg/day in terms of bulk
natural drug. That is, 0.002 to 500 parts by weight,
preferably 0.03 to 30 parts by weight, more preferably
0.5 to 8 parts by weight, of a muirapuama extract is used
per part by weight of a fluid extract of plant worms in
15 terms of bulk natural drugs.
The present composition can contain caffeine,
water-soluble vitamins such as vitamin B,, vitamin B,,
vitamin B,, vitamin B,,, vitamin C, biotin, carnitine,
pantotenic acid and nicotinic acid and their derivatives,
20 fat soluble vitamins such as vitamin A, vitamin E and
their derivatives, taurine, amino acids such as arginin2
and other natural drugs, such as extracts or tinctures of
agkistrodon, ginseng, astragalus root, polygonati root,
licorice, poris sclerotium, rehmannia root, Japanese
25 angelica root, chii fruit, cinnamon bark, velvet hormu
barren-worts, cistanchis caulis, chinese gutta percha,ﬁ
schisandra fruit, eleutherococc, ophiopogon tuber,

polygoni multiflori root, bovine bile.
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the present |iquid preparation than those in case of Groups B and C W th

the single liquid preparations. Test Exanple 2 Male SD rats haV|ng an ST
average body weight of 5 200 g were divided into the following exerciisé “°%
groups each consisting of 5 rats and non-exerci se groups €ach con5|st|ng "of

7 rats, and the exercise groups were subjecged to forced swming tests by
conducting forced swimrng for 30 mnutes per day for total 10 days while

10 applying about 5- aboul gfoevg%mhbo %g%l&%rp %*atmltrﬂééée:e% 9z

respective rats, and by carrying out at bottle sel ective test t

fol I'owi ng |1 qui d,pLePaALeLERRS LEORL! be, T bESLndauchi kbrhie 10kadeuaf rom the

application
preparations, for example, preparations for oral

administration (e.g. granules, powder, capsules, tablets,

5 dry syrué, liquid preparations) or injection, or
foods, for example, soft drinks or solid foods (e.g.
biscuits), prepared by mixing'with other known additives,
for examéle, a vehicle, a disintegrator, a binder, a
}ubricant, an antioxidant, a coating agent, a coloring

10 agent, a corrigent, a surfactant, a plasticizer, a pH
regulating agent, a refreshing'agent, a suspending agent,
a defoaming agent, a thickening agent, a dissolving aid,
etc. according to the ordinary method or can be added to
soft drinks or food as a functional ingredient or an

15 additive.

According to the present invention, a single
composition of a muirapuama extract and a single
composition of an extract of plant worms can be sealed in
separate ampules, respectively and used upon mixing of

20 the single composition or used without the mixing
simultaneously when administered.

The vehicle includes, for example, a sugar
alcohol such as D-mannitol, xylitol and D-sorbitol,
saccharides such as glucose, sucrose, lactose and fruit

25 sugar, crystalline cellulose, sodium carmellose, calcium
hvdrogen phosphate, wheat starch, rice starch, corn
starch, potato starch, dextrin, f-cyclodextrin, light

anhydrous silicic acid, titanium oxide, magnesium



of forced sw mring load to determine their total intakes. 15 The
non- exerci se groups were also tested in the same nmanner as above wit hout

any application of forced swimm ng under the weight |oad.: Goup A .Fntaké ™

LR 2

of the present liquid preparation (plant worns : 0.2 w v% 20 : . s .
+ muirapuama @ 0.6 wv%in terns of bulk natural drugs) G oup B: 'I'nt'dke of
a single liquid preparation of plant mornsG(O.S wWv%in terns of original
nat ural drugs) 25 Goup C intake of a single l'iquid

‘preparation OmeEEEQREég%e(Qlﬁm@%&%ﬁﬁ”e&%ﬁ”ﬁ of bul k natural drug)
The_disingggraﬁor includes, for example, low-'
substituted hydfoxypropyl cellulose, calcium ’
carboxymethyl cellulose, sodium croscarmellose
S hydroxypropyl starch, partially gelatinized starch.
The binder includes, for example, methyl
.cellulose, hydroxypropyl cellulose, hydroxypropylmethyl
cellulose, polyvinylpyrrolidone, gelatin, gum arabic,

ethyl cellulose, polyvinyl alcohol, pullulan, gelatinized

{

10 starch, agar, tragacanth, sodium alginate, propylene
glycol alginate.

The lubricant includes, for example, stearic
acid, magnesium stearate, calcium stearate, polyoxyl
stearate, cetanol, talc, hydrogenated oil, sucrose fatty

15 acid ester, dimethylpolysiloxane, yellow beeswax, white
beeswax .

The antioxidant includes, for example,
dibutylhydrozxytoluene (BHT), propyl gallate,
butylhydroxyanisole (BHA), tocopherol, citric acid.

20 The coating agent includes, for example,
hyvdroxypropylmethvl cellulose, hydrdxypropyl cellulose,
methyl cellulose, ethyl cellulose, hydroxypropylmethyl
cellulose phthalate, hydroxypropylmethyl cellulose
acetate succinate, carboxymethylethyl celiulose,

25 cellulose acetate phthalate, polyvinyl acetal P

diethylaminoacetate, aminoalkyl methacrylate copolymer,

hydroxypropylmethyl cellulose acetate succinate,

methacrylic acid copolymer, polyvinyl acetate

by
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WD 97/ 24134 _ PCT/ JP96/ 03733 20 G oup D:
cont r ol (intake -of purified water) The total intakes of the exercj se, groups,,,,
and the non-exercise groups were conpared, and the results are shownyin-,: .°
Rig.”2. 5 As is evident fromFig. 2, the total intake xf,the . * :
present liquid preparation A by the exercisg group is drastically

i ncreased, as conpared with the total intakes of the single liquid
.preparations B and C by the exercise groups. WO 97/ 24134

PCT/ JP96/ 03733 Qiletlhyldhinoacetate, shellac.

The coloring agent includes, fo; example, a
turmeric extréct, riboflavin, carotin solution, titanium
oxide. |

5 The surfactant includes, fof example,
polyoxyethylene hydrogenated castor oil, glycerin
monostearéte, sorbitan monostearate, sorbitan
monolaurate, polyoxyethylene polyoxypropylene,
polysoivates, sodium lauryisulfate, Tacrogols, sucrose

10 fatty acid ester.

The plasticizer includes, for example,
triethyl citrate, polyethyleqe glycol, triacetin,
cetanol. |

The pH regulating agent indudes, for example,

15 citric acid, malic acid, sodium hydrogen phosphate,

dipotassium hydrogen phosphate.

The refreshing agent includes, for example, 1-
menthol, mentha water.

The suspending agent includes, for example,

20 kaolin, sodium carmellose, xanthane gunm, tragacanth.

The defoaming agent includes, for example,
dimethyl polysiloxane, silicone deforming agent.

The. thickening agent includes, for example,
xanthane gum, tragacanth, methyl cellulose, dextrin.

25 » The dissolving aid includes, for example,

ethanol, sucrose fatty acid ester, macrogol.

In case of soft drinks, a particularly desired

taste or flavor can be given by adding other
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A corrposi_t I on conprising plant worns and nuirapuana.

10

20

-

8

physiologically active substances, mirérals, vitamins,

hormons, nutrients, flavorings, to the present

composition, besides the above-mentioned additives.

The present composition has a preventive or
ameliorating effect on physical or méntal fatigue,
stresses and weakened constitufion or promotion to
recover therefrom, without any s%de effect, even if

administered for a2 long time.

Fig. 1 shows durable swimping time of rats in
forced swimming by administration of the present liquid
preparation (plant worms and muirapuama), single liquid
preparations of plant worms, and muirapuama, respectively
and control (purifisd water).

Fig. 2 shows total intakes of the present
liguid preparation (plant worms and muirapuama), single
liquid preparations of plant worms, and muirapuama,
respectively and control (purified water) by exercise

groups and non-exercise group.

The present invention will be described in

Ry

detail below, referring to Examples and Test Examples,

and drawings.
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