Met hod for the production of a plant-based nedi canent
The present invention relates to a nethod for the
production of a plant-based nedi cament whi ch contai ns
| beris amara, Menthae piperitae folium Mtricariae
flos, Carvi fructus, Mellissae folium Angelicae
radi x, Liquiritiae radix, Cardui mariae fructus and
eridonii herba in € formof alcoholic extracts,
and a nedi canent produced by this nmethod, and its
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product) whi ch is used for the treatnment of
- functional dyspepsia and in gastrointestina

effect in relaxed snmooth nuscul ature and al so has a
spasnmol ytic effect in paroxysmal states of the snooth
muscul ature. The active pharnaceutical ingredients of
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medi canment with a limted nunber of 6 extracts.
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fluctuations of the osthol content (Iead subst ance) .
On the one hand, the recovery rate of the ostho
cont ent |ncreased inthe first weeks after the first
analysis in clear-filtered solutions, and on the
other hand 3 the total content decreased in
production batches in accordance with the sedi nent
formation. It was therefore an object of the present
i nvention to nake possible a constant effective
substance content in the finished nedicanment with a
consi stent, reproducible quality in the final package




According to another aspect, there is provided a

pl ant - based nedi canent prpduced according to a nethod
as defined above. 3a According to yet another

aspect, there is provided.the use of a plant-based
medi canment as defined above for the treatnent of

EurohS0r 88f 8n 0f nbh@ sgast7el nteskilRahdyr aeskcrAbeer & neLdoc-
yet anot her aspect, there is provided the use of a
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Carvifructus, Mel | i ssaef ol i um Angel i caer adi x, . )
regulations, there is an obligation to be consistent with
thé information regarding content which is declared-for the
respective medicament. Peviation from this information may
only be + 5% of the declared content o©f the ingredients
which determine effectiveness (lead substance, active

marker or analytical marker substance).

It has proved to be problematic to obtain a constant
effective substanée content in the finished medicament
Iberogast and to obtain a consistent, reproducible quality.
'Corresponding- investigations with regard to the
pharmaceutical development indicated precipitations/crystal
formation in the extract of angelica root, which led to
inhomogenéities in the production batch and consequently
led to unacceptable fluctuations of the osthol content
{lead substance). On the one‘hand, the recovery rate of the
osthol content increased in the first weeks after the first

analysis in clear-filtered solutions, and on.the other hand




Liquiritiae radix, Cardui mariae fructus and
Chelidonii herba in the formof al coholic extracts,
wherein in a first step a) Angelicae radi x extract
and Liquiritiae radix extract are mxed together in a
volume ratio of 1:6 to 3:1 and then in at | east one
further step the m xture of3 step a) is added together
with the extracts of the further ingredients or
m Xt ures containing them which are produced
theepalahel o ardnidf applicable qnce agalp¢ORt abAtches in
Liquiritae radix. Wth the background of the problem ,
acaghidsindes wposetheaseahgen bf £ prrocielsy met hods and al so
anal yti cal nethods were investigated or specifically
devel oped. In particular, the volatile conponents of
Tt tvhes diegs: fwirkh aet lérjiectoidfs taerd pirleeent invention to make
reci pitati ons/cryst formation in the extract of,
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extracts. A preferred variant of the nethod according
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Matricariae flos, Iberis amara and Carvi fructus,.the
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. extracts of Cardui, mariae fructus, .Menthae piperitae .
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radi x extract and Liquiritiae radi x extract are m xed
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multiple extracts, the m xture of single extracts has
the advantage that for the respective drugs and fresh
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aboate thus present in a good yield. The transition
rates of the ingredients and those of the extractive
substance yields of 5 the drug which is used are
traceable, which is of great inportance for the
anal ysis. Preferably, in the nethod according to the
i nvention for the production of a plant-based
medi canent, m xtures containing extracts of Menthae
piperitae folium Carvi fructus and Melissae folium
Cardui mariae fructus and Matricariae flos; and
| beris amara and Chelidonii herba are produced
separately. In particular, it is preferred that
Angel i cae radi x extract and Liquiritiae radi x extract
are m xed together in step a) in a volunme ratio of
1:2to 2:1. In a particularly preferred enbodi nent of
the nmet hod according to the invention, Angelicae



A likew se preferred enbodi nent is characterized in

that in a step b) the mxture of step a) is m xed

together with a m xture containing extracts of

Ment hae piperitae folium Carvi fructus and Melissae

folium in a step e) a mxture containing extract of

Cardui mariae fructus and ricariae flos with a

m xture containing extracts of Iberis amara and

Chel idonii herba are m xed together and in a step f)
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extract and Liquiritiae radix extract 1n step a) in a
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be preferred to additionally add a particul ar

proportion of the Liquiritiae radix extract in a

step. Accordi red enbodi nment
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Carvi fructus extract and Melissae folium extract
tregemetoral | Hntads WirgGPPiEi ae radi x extract. It

is particularly preferred here if the m xture

cont ai ni ng Ment hae piperitae foliumextract, Carvi
Acfoxting extratt aandh#kl esvaetf olthameesitr agrvided the use
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mher% he” Vol unme "0 containing Liquiritiae

ga el x jﬁxict‘@q:trdcﬁldtridnhe ratio 1:1 to the vol une of
Liquiritiae radix extract contained in the m xture of
Angel i cae radi x extract and Liquiritiae radi x extract

Acééﬁmr&_g efo ayet AGBBEHERYakPethe itA¥eRt ienpriheded the use
production nethod is directed to the production of a

of p| antrbsed afed cASHCAGRICchagonPpf seed 1524970 for the
tr%g#meﬁg IS &ammra, 5 to 30 vol.% Menthae piperitae

lum 20 to 40
According to yvet another aspect, there is provided the use
of a plant-based medicament as defined above as an anti-

inflammatory and/or anti—phlogistic.

According to vet another aspect, there is provided the use
of a plant-based medicament as defined above as an

antioxidant and/or radical scavenger.

" According to yet another aspect, there is provided the use
of a planti-based medicament as defined above as modulator

of gastrointestinal mobility.

In other words, this problem is solved by a method for the
production of a plant-based medicament which contains

Iberis amara, Menthae piperitae folium, Matricariae flos,



vol . % Matricari.ae flos, 7 10 to 30 vol. % Carvi
fructus, 10 to 30 vol.% Melissae folium 5 to 30

vol . % Angel icae radix, 10 to 30 vol.% Liquiritiae
radix, 5 to 30 vol.% Cardui mariae fructus and 5 to
30 vol.% Chelidonii herba in the formof alcoholic
extracts. The nethod is prefierably directed to the
production of a plant-based nedi cament, which
conprises 15 vol.% | beris amara, 5 vol. % Ment hae

caRi-Reritag.fQkium 20, vyl % Makri cani ae £1081:1d0-vol-94ix,
Carvi fructus, 10 vol.% Meli ssae foli um

Liquiritiae radix, Cardui mariae fructus and Chelidonii
herba in the form ¢f alcoholic extracts, wherein in a first
step a) Angelicae radix extract and Liguiritiae radix
extract are mixed together in a volume ratioc of 1:6 to 3:1
and then in qt least one furthernstep the mixture of step
a) 1is added together with the extracts of the further
ingredients or mixtures containing them, which are produced
separately and if épplicable ongce again contain Liquiritae

radix.

With the backgrodnd of the problem which is posed, a range
of process methods and alse analytical methods were'
investigated or specifically developed. In particular, the
volatile components of the drﬁgs with etheric oils and the
precipitaticons/crystal formation in the extract of angelica
root led to non-reproducible gquality fluctuations.
Surprisingly, only the use of a production method as
disclosed herein emerged as being effective. A crucial
factor here is the sequence of additions of the individual

drug



10 vol . % Angel i cae radix, 10 vol.%Liquiritiae radix/
10 vol . % Cardui nmari ae fr%ctus and HJ) vol . %
Cheli.donii herba in the formof alcoholic extracts..
It is preferred to use extracts fromfresh plants. or
drug extracts. In particular, it is to be preferred
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product.

In each case, single extracts are used. Compared with
multiple extracts, the mixture of single extracts has the
advantage that for the respective drugs and fresh plants,
optimum extractants and extraction conditiocns can Dbe
selected, and the iﬁgredients which determine  the
effectiveness or are ﬁharmaceutically relevant are thus
presént' in a good yield. The transition rates of the

ingredients and those of the extractive substance yields of




As already nentioned, extracts fromfresh plants or

drug extracts can be used. Preferably, the nethod

according to the inventionh is characterized in that

the extracts of Menthae piperitae folium Mtricariae

flos, Carvi fructus, Melissae folium Angelicae

radi x, Liquiritiae radix, Cardui .marige uct u n L
the BREBT HGHA" herbdae Bt CERFraces, b eptr et
impofighdd esdy pliantagxtyacsé. of Iberis amara totalis, it

is to be preferred that the ratio of

macer at ed/ percol ated plant to the extract is between

: 4+ 10 ( 3 : m; ri .
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l|ant to the extract is from1l1l gram.: 1.5 (1.5 .
cont%%gt@ﬁt@%ﬁﬁ: s 5“%“_?@65 E?Sﬁf%tﬁFef E%q%%\gf&: wWth'*
fructhie drdg pxtracks theifaht 0 frdfugsad dcherexteast and

is froml gram: 1 m (1 gram to 1 gram: 10 m (10
Matrigpaae 119%7 panpd i EoehEf yapr et efP@ e £ v R prkheare
he ratio of drugs to the extract is
prod#ﬁ%ﬁ%%ﬁ%ﬁéﬁﬁéﬁ "m (2 gram) to 1 gram: 4 m (4

gram. In a preferred enbodiment, the ratio in the

case of drug extracts of drugs to the. extract.is from
In pafigrahat . B S (BISIGTAM. T D GREmTLod 5TLY FECIACT
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aqueous ethanol with a concentration of 0.1 to 60
in  aolVoluetchamelticParaf cdi:dr | y:opr éf érablly, , at hgarticularly

extracta ONpL L Ses -aquequs e TY . th
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pl ant extract is aqueous ethanol with a cqfcentr tion £
extIEFt Hry oilgset haASENaAd Phe "okt Fdct'dht® FHr- Tife oy ©

1.1, €xtracts is aqueous ethanol with a concentration of
30 vol . % ethanol .. The present invention also

conprises a pl ant-based nedi canent whi ch was pr.oduced

by..the t hod ,accor.dj. t.o t .i.nvent.d o e ;
Proceg%dsjtl}%i freoétli Nal® t rlélcjtntgailn pr)ﬂa%tj‘lngul gﬁf f%?g?%gcgg radix

extrddeaimrenti @ii f uncdéonallidyspepsta. ikustber apy edifherent
use of the plant-based nedi canent is prefer{ed for .

variaHes iahiie i BhrbhcHaBtkFEr URRES pFBRREL PORI LN PR to
use for t of ulcers. The nedicanent is

be P pre %@a%%vu%%%@%ﬂgggh anti-inflamuatory 'and/ or
anti-phlogistic. Likew se, the use as anti oxi dant

apd/ or radical, scavenger.is preferr.ed. A further .

B prElerEre G T tonet ] FIPed 15y e s dget BIC | pecording
to tHEd G oRCLOr8Ln8dt ont beei RYent tRAtasnaam@debabprthe
of gastrointestinal nobility. The crystal formation
mixtyre siafi f9teant 13) i il bitieg@hhédPIchESH xHdite s8quBhikure

according .to i nvenfi ' I 0. Wt hout -
contagfhdiq ngeqitorat(#% s%ug}régg[{%a{tieig %trg%tatevaff}%gﬂ or carvi
fructasd halnd | eidlars oud si el tume, permm ssi Bitex olceér ancembsthre

in the angelica drug extract and alsq in the finished

contafyififtt, G52 He r étover RSt he 1Pddd SsubdEAREES and
MatrQ8ihole disgoBotid i gdbRdt hghd ange 0f s08pt @)106% okdtiheion
_ target value. The batches produced with adherence to
‘takes helamicet upé sequendeltaccepaitadNLadt hext hyehs i o ndberis
| onger.had. any. deyi ations. Likew se, it can be seen
amarg haé%v%é%&‘ﬁ%%%leqﬁgﬁ%%'i s adhered to, scarcely any
crystal formation is to be observed. For exanpl e,
Fig. 1 and 2 show the batch honpbgeneity with regard
to the exam ned plant ingredient (osthol) with an
arbitrary sequence (Fig. 1) and with the m xture
sequence according to the invention of the individual
herb extracts in accordance with Exanples 1, 2 and 3
(Fig. 2). The exanmples 1, 2 and 3 according to the
i nvention did not show any




11 appreci abl e differences, so that a separate

representation was di spensed with. The invention is

further expl ai ned bel ow wWth the aid of exanples. 12

EXAMPLES Production formula | ngredi entsAmount in

gAmount in-m Drug extract of chamomle flowers (1 :

2 - 4) Fresh plant extract of bitter cand X
A li@gﬂﬁp%uﬂxpferégd embodiment is characteriggéngéjthat in
a step b) the mixture of step a) 1s mixed together with a
mixture containing extracts of Menthae piperitae folium,
Carvi fructus and Melissae folium, in a step e) a mixture
containing extract of Carduil mariae fructus and Matricariae
flos with a mixture containing extracts of Iberis amara and
Chelidonii herba are mixed together and in a step f) the

mixtures of steps b) and e) are mixed together.

Based on an initial.mixture of Ahgelicae radix-extréct and
Liguiritiae radix extract in step’ a) in a volume ratio of
1:6 to 3:1, it has likewise proved to be preferred to
‘additionally add a particular proportion of the Liguiritiae
radix extract in a later step. Accordingly, a preferred
embodiment of the present invention 1s characterized in
that the mixture containing Menthaé piperitae falium
extract, Carvi fructus extract and Melissae folium extract
additionally contains Liquiritiae radix extract. Tt is
particularly preferred here if the mixture containing
Menthze piperitae folium extract, Carvi fructus extract and
Melissae folium extract‘additionally contains Liquiritiae
radix extract, wherein the volume of "the containing
Liquiritiae radix extract 1s iﬁ the ratic 1:1 to the voldme
.of Liquiritiae radix extract contained in the mixture of
Angelicae radix extract and Liquiritiae radix extract from

step a).

According to the invention, the production method is
directed to the production of a plant-based medicament,

which comprises

e

15 to 40 vol.% Iberis amara,

Ao

5 to 30 vol.% Menthae piperitae folium,

(=]

20 to 40 vol.$% Matricariae flos,




1.5-2.5) 1455 1500 Drug extract of caraway (1:2.5:
-3.5) 9751000 M xture of7drug extract of | iquorice
root (1: 2.5-3.5) 990

10 to 30 wvol.
10 to 30 vol.
5 to 30 vol.
10 to 30 wvol.
5 to 30 wvol.
5 to 30 vol.% Chelidonii herba in the form of alcoholic

oe

Carvi fructus,

de

Melissae folium,

ofe

Angelicae radix,

o

Liguiritiae radix,

Cardul mariae fructus and

of®

extracts. The method is preferably directed to the
ptoduction of a plant-based medicament, which comprises

15 wvol.

o

Tberis amara,

5 vol.% Menthae piperitae folium,
20 vol.% Matricariae flos,
10 vol.% Carvi fructus,
10 vol.% Melissae folium,
10 vol.% Angelicae radix,
10 vol.% Liquiritiae radix,
10 vol.% Cardui mariae fructus and

10 vol.$% Chelidonii herba in the form of alcoholic

extracts.

It is preferred to use extracts from fresh plants or drug
extracts. In particular, it 1is to be preferred 1f the
Iberis amara extract is a fresh plant extract. of Tberis
amara totalis (flowers, leaves, stem and roots). "The
harvesting of Iberis amara fresh plant with flowers,
leaves, stem, roots takes place at a time at which the
content of flavonoids has-reached its cptimum. Within the
framework of flavonoids, the glycosides of kaempferol are
particularly relevant as antiphlogistics. -The extract of
" the fresh plant contains, as the most important flavonoid,
kaempferol-3, 4’ -di~0-B—glucopyranoside-7-0-a~-

rhamnopyranoside. The £fresh plént preferably contains at

least 100 pg/g flavonoids, in particular kaempfercl-3,4"-



1000 Drug extract of angelica root(1l:2.5-3.5) 990
1000 Drug extract of mlkghistle fruit(1:2,5 -

3.5)- 970 1000 Drug extract of pepperm nt |eaves(1l:2.5
-3.5) 495 500 Drug extract of |enon balm

| eaves(1: 2.5-3.5)

di-0-P-glucopyranoside-7-0O-oa-rhamnopyranoside. With regard
to the Iberis amara fresh plant extracf, it is preferred i1f
this has a flavonoid content of kaempferol-3,4'-di-0-
B—glucopyranoside-7-0-a~-rhamnopyranocside of 0.05 to 0.2

mg/ml.

The plant material according to the invention additionally
containg a limited‘content of cucurbitacins, in particular
cucurbitacin I and E. The fresh plant preferably contains a
~content of cucurbitacin I of a maximum of 500 ug/g énd a
content of cucurbitacin E of likewise a maximum of 500
pg/g. Higher wvalues are not desired, Dbecause after a
certain threshold value, these substances have a side-
effect potential. With regard to the extract, it is
preferred that the Iberis amara extract is a fresh plant
extract which has a content of éucurbiﬁacins‘of O‘to~200
pg/ml. It is particularly preferred here if the Iberis_

amara extract is a fresh plant. extract which has a content

of cucurbitacins of 35 to 185 pg/ml. In particular, it is
to be preferred that the Iberis amara extract is a fresh

“plant extract which has a content of cucurbitacin I of 0 to

100 pg/ml and a content of cucurbitacin E of 0 to 100

ug/ml.

As already mentioned, extracts from fresh plants or drﬁg
extracts can be used. Preferably, the methed according to
the invention 1is characterized in .that the extracts of
Menthae piperitae folium, Matricariae flos, Carvi fructus,
Melissae folium, Angelicae radix, Liquiritiae radix, Cardui

mariae fructus and Chelidorii herba are drug extracts.




990 1000 Drug extract of celandine. (1:2.5-3.5) 990
1000 Extractant for |berios amara: ethanol 50% (V/V)
Extractant for all other drug extracts: ethanol 30%
(VM/'V) The individual ingredients nust be m xed
homogeneously before wei ghing. The ingredients are

Withwet I Roanghai m:ﬂrUCpeaﬁtveéMr&Gﬁmr difngIbertde amara
roducti on fornul a |nto hi gr ade steel aHd pl asti c
totaddfy ai Aérs.is 13to . be Dpre erred that the "ratic of

macerated/percolated plant to the extract is between 1 gram

10 ml (10 gram) and 1 gram : 1 ml (I gram). In
particular, it is preferred that with the fresh plant
extract, the ‘fatio of macerated/percolated. plant to the
extract is from 1 gram : 1.5 ml (1.5 gram) to 1 gram : 2.5 .

ml (2.5 gram).

_Preferably, with the drug extracts the ratio of drugs to
ﬁhe extract is from 1 gram : 1 ml (1 gram)‘to 1 gram : 10
ml (10 gram). It is particularly preferred here if with the
drug extracts the ratio of drugs to the extract is from 1
gram : 2 ml (2 gram) to 1 gram‘: 4vnﬂ. (4 gram}. In a
’preferred embodiment, the ratio in the case of drug
extracts of drugs to the extract is from 1 gram : 2.5 ml

(2.5 gram) to 1 gram : 3.5 ml (3.5 gram).

The preferred- extractant comprises water and agueous
ethanol with a concentration of 0.1 ‘to 60 wvol.% ethanol.
Particularly preferably,. the extractant comprises aqueous
ethanol with a concentration of 30 to 50 vol.% ethanol. In
a preferred embodiment, the extractant for the fresh plant
extract is aqueous ethancl with a concentration of 50 vol.%
ethanol and the extractant for the drug extracts is aquedus

ethanol with a cohcentration of 30 vol.% ethanol..

The = present invention also comprises a plant-based
medicament which was produced by the method according to

. the invention.

Likewise, the present invention comprises the use of this

plant-based medicament for the treatment of disorders of




Exanple 1 - Sequence A Pre-m xture: A pre-m xture of
i quorice root extract andpangelica root extract is
produced in the ratio 1 : 1. The ingredients are
wei ghed in successively and m xed according to the
production fornula. Final m xture: The ingredients
the RERREIITINAL sh-6 afa 1druG Axt ractpargaicanay dicdd text naefatment
and | enon bal m drug extract are m xed. The
of Imnetpiongudr 6Yiseeifdi -added to this. The ingredients
chamom | e drug extract and mlk thistle drug extract,
and al so cel andi ne drug extract and the fresh pl ant
Furt@k&ﬁﬂ&h camdytuﬁeearefmetghedplanufbaﬂﬁd; maﬂﬂcament is
‘extracts are m, xed

prefgrde xtqf e h%n@am@&trl&& %&t?%%*frja%dwaﬁorpr@émrc&d@r
and 4 Gk e mhxed katmkndridialaerture: The

i ngredi ents peppernint |eaf drug extract, caraway

drug extract and | enon baln1drug extract are m xed.

Added. t o thls m_xt r gal G
The FRFEARING T7 QT ad K At R arar s ap hRery
© and/ol sahei fphil dg s ugc extiridetwiard ct%&nnngee ds ugnextordactant
is produced separately with a m xture of cel andi ne
and/&’ﬁuﬁa@%?ﬁéctscéw&mﬂeersﬁspl%ﬁ &hSact candytuft. The
m xtures are finally m xed together. Exanple 3 -
Sequence C Pre-m xture: A pre-m xture of liquorice
A funmhenagnaﬁﬁrmmm1aﬂ@ei$caon©blteﬁ©daby itbepusdgeedfi rhe

oIS Bdotatel APl RIS The LS ERLE oo

gastiBenpeeduetiiomdanmia. 14 Final mxture: A further
part of liquorice root extract is mxed together with

pepperm nt. | eaf drug extract, |enon balmleaf drug

e y «dr e
oo SLEACh AR RY i U0, SALEACknc ICLa0LBL BEY, yhen, che
mixtaxbra@quﬂﬂiaﬁddc@fdxﬁ@etdrugeexnwantlandlal@dmeﬁaﬂwto

pl ant extr.act can tuft and cel andi ne drgg xtr? s for
withguk Ldtfedt © THB L 5bt S HET Sol utinSCOBF “BK &§°1
osthédlandi 3 ape sharLdid nthéglﬁr&m@%@n@elt@xem@@él Both in

tanks at roomteMerature (15 - 25C) for at |east 14
the @@wle.caclcim.gn@&%@ Gfichg il irettticeviainighyps) prageict,

0 ol,. t n e 0 l-es ,
R e L L o S
in tsequemnges odf 9Exa:rmllé1§5%l of2 e Rrgkicomlard .sGhendsitches

d t I Whi based bi_t
prodeturE Qo qUaNEESBR CL A | T Vi B06 ~RePBOBKF Sere CORREAT

“to t%%sgh%%nﬁflohh%dﬁw&m{ﬁcs A diwsplayesk . mHgures it
1 (arbitrary nixture sequence, W thout pre-nixture)

can ded SEqMi AT eviseuBhEeSCAEEBEE i EONEHEd mpenﬁ%r)cely
b f | ur e .
any g%g%ﬂgﬁ'%¥%%%£bf%g?%€nggf%grE%%aggégf ?ﬁ%rlngrg ents

1 afd&econdaby uﬂaﬂtk&ﬂhﬂtahomspenbltgevhaﬂb extmaxisto the
The crystal formati m cr opi ca

was xa 1N sc .
exangRECe] PG MoHST BEATS {4 n}}Pige g
Sequre%%%ech* | Ylg ‘weeksy i gt oiﬁtgemﬂzhﬁrée%'élqh%r@fee according
|splaye ables 1 and 2. ‘
to the 1nventlon of the 1ndlv1dual herb extracts in
accordance with Examples 1, 2 and 3 (Fig. 2). The examples

1, 2 and 3 according to the invention did not show any




15 Table 1: 2 weeks' storage at roomtenperature

Exanpl e 1 Exanple 2 Exanpl®e 3 Sedinent |ight, dark,

powdery; Sedi nent thin, dark, powdery; supernatant

col loidal, very Sedinment thin, dark, powdery;

supernatant colloidal, very turbid; uniformparticles
apprefbisuper Aatraet-chitei,d;s@pptiox. 2 gapaaatewrepresentation

was dispensed with.

The invention is further explained below with the aid: of

examples.




colloidal, very turbid; uniformuniformparticles of
approx. 2 gm partly agglpperated; small crystals
particles of agglonerated; approx. 2 gm isolated
isolated small crystals approx. 1 small crystals up

to 2 gmgm
EXAMPLES

Production formula
Ingredients Ameount in g Amount in ml
Drug extract of
chamomile flowers (1 :
2 — 4) : _ 1980 2000
Fresh plant extract of
bitter candytuft (1
1.5 — 2.5) 1455 1500
Drug extract of caraway
(L : 2.5 - 3.5) 975 1000
Mixture of drug extract
of liquorice root (1
2.5 — 3.5) 990 1000
Drug extract of angelica
root (1 : 2.5 - 3.5) 990 : 1000
Drug extract of milk
thistle fruit (1 : 2,5 -
3.5) 970 1000

Drug extract of peppermint
leaves (1 : 2.5 — 3.5H) 495 500

Drug extract of lemon balm
leaves (1 : 2.5 — 3.5) 590 1000

Drug extract of celandine
(L : 2.5 - 3.35) 990 : 1000

Extractant for Iberis amara: ethanol 50% {(V/V)
Extractant for all other drug extracts: ethanol 30% (V/V)

The individual ingredients must be mixed homogeneously
before weighing. The ingredients are weighed in and mixed
successively according to the production formula into high-

grade steel and plastic containers.



Table 2 : 6 weeks' storage at roomtenperature
Exanpl e 1 Exanple 2 Exanphe 3 Sedi nment |ight, dark,
powdery; Sedinent |ight, dark, powdery; Sedi nent
light, dark, powdery; supernatant supernatant
supernat ant weakly colloidal, slightly turbid;

Exanplld @ dalsefdeiitd o t urbi d; uniformcolloidal,scarcely

Pre-mixture: A pre-mixture cof liquoribe root extract and
angelica root extract is produced in the ratio 1 : 1. The
ingredients are weighed in suécessively and mixed according

to the production formula.

Final mixture: The ingredients peppermint leaf drug
extract, caraway drug extract and lemon balm drug extract
are mixed. The pre-mixture 1is then added to this. The
ingredients chamomile drug extract and milk thistle drug
extract, and also celandine drug extract and the fresh
plant extract candytuft are weighed in to this. The

extracts are mixed.

Example 2 - Sequence B
Pre-mixture: Angelica root extract and liguorice root

extract are mixed 1 : 1.

Final mixture: The ingredients peppermint leaf drug
extract, caraway drug extract and lemon balm drug extract
are mixed. Added to this mixture is the mixture of angelica
root extract and liquorice root extract. A mixture of milk
thistle fruit drug extract and chamomile drug extract is
produced separately with a mixture of celandine drug
extract and fresh plant extract candytuft. The mixtures are

finally mixed together.

Example 3 - Sequence C

Pre-mixture: A pre-mixture of Iiquorice root extract and
angelica root extract 1s produced in the ratic 1 : 2 (1
part : 2 parts). The ingredients are weighed in

successively and mixed according to the production formula.



turbid; uniformsediment of particles of particles of
~uniform particles, connectged in a approx. 2 gm
partly agglonmerated in a nmucous-1ike approx. 2 gm a
few aggl onerated, several quite small gel-like
manner, of approx. 2 gm several small manner,

FinallS@lidtedeSMal | £ ortsd Al Sa pPpEoX:1idugica rewr extstalts is
1 gm a .fewneedles up to 2 R

mixed together with peppermint leaf dJdrug extract, lemon

balm leaf drug extract and caraway drug extract. The

obtained mixture is mixed with the pre-mixture. Chamomile

drug extract and milk thistle drug extract and also fresh

plant extract candytuft and celandine drug extract are then

added.

The obtained sclutions of Examples 1, 2 and 3 are stored in
high-grade steel or plastic tanks at room temperature (15 -
25°C) for at least 14 days (including the storing and

retrieval days).

The osthol content was determined with regard to samples
which were produced according to the mixture sequences of
Examples 1, 2 and 3. Arcxmparison was made with samples
which were based on an arbitrary mixture sequence of the
individual herb extracts. The results of the measurements
are displayed in Figures 1 (arbitrary mixture sequence,
without pre-mixture) and 2 (mixture sequences according to
the invention). As can be seen from Fig. 2, the mixture
sequence prevents the '~ formaticn of c¢rystals of the
ingredients (secoﬁdary plant substances) o¢f the herb

extracts.

The crystal formation was examined microscopically, wherein
the measurements took place after 2 and respectively 6
weeks’ storage. The results are displayed in Tables 1 and

2.



crystals up to 4 gmup to 2 gm
for the production of a plignt-based nedi canment which

contains | beris amara,
Matricariae flos,
Angel i cae radi x,

Carvi fructus,

Liquiritiae radix,

16 Cains 1. Method

Ment hae piperitae folium

Mel i ssae folium
Cardui nari ae
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Sediment iight,
| dark, powdery;

supernatant

colloidal,

slightly turbid:;

sediment of
uniform

particles,

connected in a

gel-iike manner,

of approx.

several small

crystals up to 4

pm

2 um,

Sediment light,
dark, powdery;

particles of

approx. 2 um,
in a muccous—-like

manner, isolated

partly agglomerated

Sediment light,

dark, powdery;

supernatant supernatant weakly
colleoidal, slightly |ccllioidal, scarcely
turbid; uniform turbid; uniform

particles of
2 pm, a few

agglomerated,

approx.

several quite small

crystals 1 pm, a

small crystals few needles up to 2
approx. 1 um, a few | m
up to 2 pym




according to any of Clainms 1 to 4, characterized in
that Angelicae radi x extraét and Liquiritiae radix
extract are -m xed together in step a) in a volune
ratio of 1:1. 6. Method for the production of a

pl ant - based nedi canent _according to any of Cains 1

to 5, characterized in chaimsn .a step b) the mxture
of step a) is mxed together with a m xture

contai ning extracts of Menthae piperitae folium

CRlo\h o UChUS- 1N ds, Mokl S886n F 9FT UMp1iah taraleR Gled cament
m xture containing extracts of Cardui mariae fructus
am@&h@tcp@aa&ae'Mbayms;%mMQﬂ éﬁ@hh@&aﬁﬂpﬂiknaqiﬁ?llum,

iti.on m,xture g ontal tra
E%Fglgﬁﬁléﬁa d&¥ivi héar ata es p aice%%L %\?eateﬁ d{‘?chum’ '
t hegeneduet i Qﬁdqfx a plianti-diased mediciayentcacnor dlnﬂzgflae
to any of C ains to 6, characterlzed in that in

tféblcﬁ}lst ﬁ@qu&qﬂrléi%lﬂst%%r% i3 ?eéomgéﬁtﬁq@rl%wlc
a i XLURE C%ﬁﬁ@é{lgrg%éaa%s ehadenthag mipesd t3eep a)
folium Carvi fructus and Melissae folium in a step
ey%naem;cta@r gacm atnf reclexardcl.lahlicardae madige extract
ructus _and Matricari.ae fl o it M Xture,
cgﬁFaPnlﬁg EREFEEEE o Fbé?ﬁ§%%hgﬁgjg%gﬁ%ﬁél hig: L and
heubaeatenniyed it ocget hessandnénfarshep fs):etphehe mlxture
m xtures of the steps b) and e) are m xed together.

1818 stget Rad rprmtFed pF%a%EIP%nWth ChParttH: of the
e %ﬂ@%nﬁnaE%%ﬁ%hQ% k&'%ﬁ&ﬂﬂ}égi@dﬁ%é&ﬂﬂh§7them, whlch

characterlzed in that the m xture containing Mentha
pamerptaduﬁeﬁlamp@MHﬁﬂﬂy aﬁﬁwmffannﬁuﬂah%ﬁr%ﬂﬁltﬂﬂﬁally
sae gollun1 xtractdﬁddltionally cont ai ns
C

88 Pl adWadi'x *6xt ract 9. Method for the

productlon of a plant-based nedi canent according to

ﬁ&y of Clains 'l to 8, characterized in that the
REbPE dort 4R g MBREHERN pPhefi Pad Tt ol G dHGament -

ng\ébrﬁw@t Ys, extdacts andp Melbssae, L9 L HMexkragt a step -

I'tionalfly contains Liquiritiae radix extract,
mberalmﬂﬁﬁmﬂﬁﬂmmmﬁainiMQ eﬂhtaphsnngMynnmqanﬂﬁe flos,

t t t to th | u
L?glﬁﬁgﬁl rﬁg‘g‘Fﬁ‘:jlsﬁlngixt ?:5 Vlco%tré"i éldSOi r%sfh\éf%o JUre

ohidngeki cae Jwadi Xa Xt kaclddand dHdpitd taae t’LﬁdlaX step <)
extract of step a). 10. Method for the production of
acpLanctbasdd FeddeinEmr igec of Hhag s o Blﬁgﬁtaﬁed%%rlltae

} go%u}@ﬂ)' Ch.¢oMRLLSeS 4519 AQ YOl a1 PELL $1 aMRL Ays S

added.

Method for the productidn of a plant-based medicament
according to Claim 1 or 2, characterized in that
mixtures containing extracts of Menthae piperitae
folium, Carvi fructus and Melissae folium; Carduil
mariae fructus and Matricariae flos; and Iberis amara

and Chelidonii herba are produced separately.




vol . % Ment hae piperitae folium 20 to 40 vol.%
Matricariae flos, 10 to 3Dyvol.% Carvi fructus, 10 to
30 vol.% Mel i ssae folium 5,to -

Method for the production of a plant-based medicament
according to any of Claims 1 to 3, characterized in
that Angelicae radix extract and Liquiritiae radix
extract are mixed together in step a) in a volume

ratio of 1:2 to 2:1.

Method for the prodﬁction cof a plant-based medicament
according to any of Claims 1 to 4, characterized in
that .Angelicae radix extract and Liquiritiae radix
extract are mixed toeogether in step a) 1in a wvolume

ratio of 1:1.

Method for the production of a plant-based medicament
~according to any of Claims 1 to 5, characterized in
that in a step b) the mixture of step a) is mixed
together with a mixture containing'extracts of Menthae
piperitae folium, Carvi fructus and Melissae folium,
in a. step c) a mixture containing extracts of Cardui
mariae fructus and Matricariae flos is added and in a
step d) the addition of a mixture containing extrécts

of Iberis amara and Chelidonii herba takes place.

Method for the production of a plant-based medicament
according to any of Claims 1 to 6, characterized in
that in a step b) the mixture of step a) 1s mixed
together with a mixture containing extracts of Menthae
piperitae folium, Carvi fructus and Melissae folium,
in a step e) a mixture containing extract of Carduil
mariae fructus and Matricariae flos with a mixture
containing extracts of Iberis amara and Chelidonii
herba are mixed together and in a step f) the mixtures

of the steps b) and e) are mixed together.




10.

il.

30 vol . % Angel icae radix, 10 to 30 vol.% Liquiritiae
radi x, 5 to 30 vol.% CardiB mariae fructus and 5 to
30 vol . % Chelidonii herba

Method for the productionrof a plant-based medicament
acco;ding to any of Claims 1 to 7, characterized in
that the mixture containing Menthae piperitae folium
~extract, Carvi fructus extract and Melissae folium
extract additionally contains Liguiritiae radix

extract.

Method for the production of a plant-based medicament
according to any of Claims 1 to 8§, charactérized in
that the mixture containing Menthae piperitae folium
extract, Carvi fructus extract and Melissae folium
extract additionally contains Liguiritiae radix
extract, wherein the volume of the containing
Liguiritiae radix extract is in the ratio 1:1 to the
volume of Liquiritiae radix extract contained in the
:mixtu;e- of Angelicae radix extract and Liquiritiae

radix extract of step a).

Method for the production of a plant-based medicament
according to anylof Claims 1 to 9, which comprises
15 to 40 vol.
5 to 30 voi.
20 to 40 vol.
10 te 30 wvol,
10 to 30 vol.
5 to 30 vol.
10 to 30 vol.
5 te 30 vol.
5 to 30 vol.

o\e

Iberis amara,

Menthae piperitae folium,'

e

‘de

Matricariae flos,

oe

Carvi fructus,

de

Melissae folium,

Angelicae radix,

oe

oe

Ligquiritiae radix,

Cardui mariae fructus and

de

Chelidonii herba

oe

in the form of alcoholic'extracts._

Method for the production of a plant-based medicament

according to any of Claims 1 £o 10, which comprises




12.

13.

14.

15,

in the formof alcoholic extracts. 19.15 vol.%

| beris amara, .5 vol.% Meathae piperitae folium 20
vol . % Matricariae flos, 10 vol.% Carvi fructus, 10
vol . % Mel i Ssae folium 10 vol.% Angelicae radix, 10
vol . % Liquiritiae radix, 10 vol.% Cardui mari ae

f nuctus .andpd@ivolax¥-Ghel i donii herba in the form of
al coholic extracts. 12. , Method for the production of

a Pl apt-Badeathed eimert taccdodilNg 't o any of O ains. 1

tanl cha r [ at extracts of fresh plants
o%od%Bé expgg% §b§§%eug%§g "13. Method for the

produetlli.ancatvd flrantusased nmedi cament according to

a of C ai lto characterized in that the
Eér Qlaﬁawgﬁé§§9§b#zﬁ§uﬁlfresh pl ant extract of

I@grbglaaaﬁﬁ Latialiles Lldigwers, |eaves, stem and
root s) R@thod for the production of a

pBQnWO@a%e@lQEdmaéﬁ@@tré@é@rdlng to any of Clains 1
t901§ chaEg% %rlﬁ%%la% %Q%_th@eahgerls amar a extract

i S a resh extract whi ch has a fl avonoi d.
cant enfl. %fcﬁemidbalﬁ.&em@hm.

in the form of alcoheolic extracts.

Method for the production of a plant-based medicament
according to any of Claims 1 te 11, characterized in
that extracts of fresh plants or drug extracts are

used.

Method for the production of a plant-based medicament
according to any of Claims 1 to 12, characterized in
that the Iberis amara extract is a fresh plant extract
of Iberisj amara totalis (flowers, leaves, stem and

roots).

Method for the production of a plant-based medicament
according to any of Claims 1 to- 13, characterized in
that the Iberis amara extract is a fresh plant extract

‘which has a flavonoid content of 0.05 to 0.2 mg/ml;

Method for the production of a plant-based medicament
according to any of Claims 1 to 14, characterized in
that the Iberis amara extract is a fresh plant extract

which has a content of cucurbitacins of 0 nto 200

pg/ml.
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17.

18.

15.

20.

plant to
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15. Method for the production of a plant-based

medi canent accordi'ng to apy of Clains 1 to 14,
characterized in that the Iberis amara extract is a
fresh plant extract which has a content of
cucurbitacins of 0 to 200 20 16. Method for the

predueti @B Oft i phesdubased edhcalent -dacerdinglitanent
any of Clains 1 to 15, characterized in that the

| BeEPsdanar A%exatachti §1aiffedh W ahd: eshPacctERicrd in

h%?lﬁ\ gt %B%rgfs th%lirab'et}&%'a'&% qf 3 ftx%s:kﬁ%llazrt extract
the production of a plant-based nedi canent
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that the Iberis amara extract is a fresh plant

eXkgraét which has a content of cucurbitacin | of 0 to

100 4g/nml and a, content of cucurbitacin E of 0 to

100 4g/m . 18. Method for the production of a

pManhobased nedi qanedtcacenr ding pdaaty befsed aiavsi cement

to 17, characterized_in,_- .that the -extra Q
VBRERREL P& 1Y f BF i GRS 1 R f %?fa&&ﬁ?lzed n

f EHgtUSheMBbES S e Ahlraumsx ARgel iicae rf&(éls)h dliat rdsfaect
radi x, Cardui mariae fructus and Chelidonii herba arelOO

dwbgchxthart 8. AONtRRE hed f@’#c\?ﬁ]élb@%ﬁ%ctji ofifofl ato

pl ant - based nedi capent accor di i ng an [ ,
PbSTis 1 GRar att i3 E n et PR heR T s%prSn gt 100
eﬁé/ , the ratio of nmacerated/ percol at ed plant to

extract is between 1 gram: 10 m (10 gram and 1
gram: 1 m (1 gram, 20. Method for the production

of a_ plant-based nedi canent a cordln any, of

st heds fog fée PEPILEBLPDedti A Ex %@ﬁ%i fpegliFament

p%@@%r@&h?ag@ ihe bat 'CQ_anms'mPef@t ed/ p%lh%Qla%tt%‘ilzed in
he extract is froml gram: 1.5 mM (1.5

r t he roductlon of ant,-
%Hl S £8 any °5F Clcgdlllr%rfs 1 %% 38 ‘char a?t i zed TR

‘ thﬁ@eﬂﬂchﬁe Aol e Xt rﬁﬂ@ulfDEaé at radok, dr l(IgaScdua tariae

extract is froml gram: 1 m (1 gram to gram - 10
mErpebugr ary. Cheliportdd eoPa r?é@p Wa&f %1

pl ant - based medi canent according to any of Clainms 1

to 21, characterized in that in the drug extract, the

r deicbodf fdrughd cptbduekieactti @ Pl@mbasgdnme(@lcament

-gragg)ortdgn%y %rangmy 0%1 C(lalgnran? to 18, characterized in

that in the fresh plant extract, the ratio of
macerated/percolated plant to the extract is between 1

gram : 10 ml (10 gram) and 1 gram : I ml (1 gram).

Method for the production of a plant-based medicament
according to any of Claims 1 to 19, characterized in
that in the fresh plant extract, the ratio of
macerated/percolated plant to the extract' is from 1
gram : 1.5 ml (1.5 gram) to 1 gram : 2.5 ml (2.5

gram) .
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26.

.23. Method for the production of a plant-based

medi canent according to apy of Clainms 1 to 22,
characterized in that in the drug extract, the ratio
of drugs to the extract is froml gram: 2.5 m (2.5
gram) to 1 gram 3.5 m (3.5 gram). 24. Method for
the production of a pl ant - based nedi canent accordi ng
to any of C ains to 23, characteriz i n that

h
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coreentiialy qn, ofnd. st @18010l1 % &t hanNolchazactMethed in
for the production of a plant-based nedi canent
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t ha extracta c rj ses_aqueo ol a
cgﬁ%gﬁt t| on "ot % ‘%Pﬁgo vgl m?/o V%G&ﬁﬁfgﬁ %g o:ﬁd ttaﬁ'e - 10

pradyabi giraef) .a pl ant - based medi canent according to

any of Clains 1 to 25, characterized in that the

extractant for the fresh plant extract is 22 aqueous

ehﬁ‘%"f’:ﬁ%'d Widh %&%%M@iwno@f a5 140l -Hatlan@lai bt
e extractant for the drug extracCts i s aqueous

etalrramfldlwgt ca @onceft Cagiiow of B0 ¢b) . Werhanelrizgd in

PLant- ased, red cament, praduced. agagndi ng: 9., 1etB0d e

plea;m:a@@sq% nedjcaient2 agtoldi ggahp €baiimg2anf or 4 e (4
treatment of disorders of the gastrointestinal tract.
29ragde of a pl ant-based medi canent according to

Cairm 27 or 28 for the treatnent of functiona

dyspepsia. 30. Use of a plant-based nedi canent -
amemhddngdn)Kﬁajpr@auotlaﬂ [o10] anmﬂamt1yﬁﬂﬂd(qumq&&ent
roductlon f Iant based.nmedj cament

D COPAG% & 3T 97 G BEN o PR ?r o ReRFtsrized in
ukeers.im2enhdse oy bl paﬁﬁa rediicanent Jacger @bng:he
to Caim27 or 28 as an anti-inflanmmatory and/or
aBEiCrphitogisstfirem 33.9184k ‘of? @ pHantZ asE@hedit dnertam
agc@r ding 5t M 27 or 28 as an antioxidant and/or
r%d?cgﬁ gca@eﬁ%%rm

‘Method for the production of a plant-based medicament
according to any of Claims 1 to 23, characterized in
that the extractant comprises water and aqueous

ethanol with a concentration of 0.1 to 60 vol.%

* ethanol.

Method for the production of a plant-based medicament
‘according to any of Claims 1 to 24, characterized in
that the extractant comprises agqueous ethanol with a

concentration of 30 to H0 vol.%

Method for the production of a plant-based medicament
according to any of Claims 1 to 25, characterized in

that the extractant for the fresh plant extract is
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28.

29.

30.
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- 32,

33.

34.

34. Use of a plant-based nedi canent according to

Caim 27 or 28 as nodul atmz of gastrointestinal
nmobility. ABSTRACT The present invention relates to

a method for the production of a plant-based

nmedi canment whi ch contains Iberis amara, Mnthae
phpeebhae £ohhnAl Maithcasi aeofdas;rLaton fofuctaus, vol.s
Mel i ssae folium_ Angelicae radix, Liquiritiae radix,
CaFBanchar PaE fiFfet 65°BAACEREI @8N T et Bad | AxtRacts is

acg Lsa' &QHQ#E eesi E‘Ct§ and, & MediCcanent, Pr aguced | s

|ngtot|s met and its use.
ethanol.

Plant-based medicament produced according to a method

in accordance with Claims 1 to 26.

Use of a plant-based medicament according to Claim 27
for the treatment of disorders of the gastrointestinal

tract.

Use of a plant-based medicament according to Claim 27

or 28 for the treatment of functicnal dyspepsia.

Use of a plant-based medicament according to Claim 27

or 28 to inhibit gastric juice productiomn.

Use of a plant-based medicament according to Claim 27

or 28 for the tréatment of ulcers.

Use of a. plant-based medicament according to Claim 27

or 28 as an anti-inflammatory and/or anti-phlogistic.

Use of a plant-based medicament according to Claim 27

or 28 as an antioxidant and/or radical scavenger.

Use of a plant-based medicament according to Claim 27

or 28 as modulator of gastrointestinal mobility.
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ABSTRACT

The ©present invention relates to a method for the
production of a plant-based medicament which contains
Iberis amara, Menthae piperitae folium, Matricariae flos,
Carvi fructus, Melissae folium, Angelicae radix,
Liguiritiae radix, Cardui mariae fructus and Chelidonii
herba in the form of alcohoilic extracts and a medicament

produced according to this method, and its use.



