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FOR PREPARATI ON FI ELD OF THE | NVENTI ON The present invention rel ates
to four nethods for preparing a pharmaceutical 5 conposition for
treating diabetes nellitus (also referred to as diabetes) and the
pharmaceutical conposition prepared by the nmethods. BACKGROUND OF THE
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20 sensitizer etc. However, long-term use of these drugs will bring about severe
side effects.

Traditional Chinese medicine (TCM) has a long history in prevention and
treatment of DM. After thousand years of practice, much precious experience
has been accumulated and the unique academic system has been established.

25 A lot of glucose-reducing TCMs have been recorded in the TCM classics, for
example Rhizoma Alismatis (Zexie), Rhizoma Anemarrhenae (Zhimu), Radix
panacis quinquefolii (Xiyangshen), Radix Puerariae Lobatae (Gegen), Radix
Rehmanniae (Dihuang) and pollen grain (Huafen) etc. Traditionally, treating
DM by TCM is based on clinical symptoms according to “Sanxiao” theory, but

30 has no good therapeutic method in the stage of impaired-glucose-tolerance
and early stage of DM.

The main cause of DM is liver and stomach, and the existence of gloomy heat
in body is the pathogenesis basis for “Xiaoke” disease (TCM name of DM). In

light of the TCM theory of relieving liver depression and removing spleen
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1 danpness, it is necessary to adopt the method of regulation as the
primary neasurenent, which is considered as a therapeutic way aimng
at pathogenesis. Tangm nling (the Chinese nane of the pharmaceuti cal
conposition of the present invention) acts as relieving stagnancy to
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Fu to purge turbidity. It addresses both the synptons and root
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part of nourishing liver and astringing Yin, assisting the monarch drugs to

25 clear up the heat in “Sanjiao” without damaging Yin; the Radix Bupleuri going

into Shaoyang gall meridian and Jueyin liver meridian to clear up the heat of

liver and gall and dredging spleen and stomach; the Radix Scutellariae clearing

up the heat of lung and liver. The Fructus Aurantii Immaturus and raw Fructus

Crataegi act as regulating Qi, digesting food and dispersing stasis, working

30 with the Radix et Rhizoma Rhei to facilitate stomach and intestine; the Rhizoma

Pinelliae with the Rhizoma Coptidis to render acrid opening and bitter

downbearing to open middle warmer. Therefore, all of three drugs are used

as assistant drug. The Fructus Mume acts as astringing Yin to regenerate body

fluid based on the theory of treating sweet by acidity, working with the Radix

35  Trichosanthis to make stomach’s Yin vigorous. So it should be called as guide
drug.



fluid based on the theory of treating sweet by acidity, working with
the Radi x 35 Trichosanthis to nake stomach's Yin vigorous. So it
shoul d be called as guide drug. 2 Based on the TCMtheory of d oony
Heat, a pharmaceutical conposition has been found, which is conposed
of Radi x Trichosanthis (Tianhuafen), Radix Bupleuri (Chaihu),
Fructus Aurantii I mmaturus (ZzZhishi), Radix et Rhizoma Rhei
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by 28ny PBEPaSING hed f dhasinagentoal sompesisien  for treating DM and  the
pharmaceutical composition prepared by the methods. The pharmaceutical
composition of the present invention comprises extracts of the following
crude drugs by weight part: 5-40 weight parts of Radix Trichosanthis, 10-30
weight parts of Radix Bupleuri, 3-15 weight parts of Fructus Aurantii Immaturus,
25 1-6 weight parts of Radix et Rhizoma Rhei, 1-12 weight parts of Rhizoma Pinelliae,
3-15 weight parts of Radix Scutellariae, 1-12 weight parts of Rhizoma Coptidis,
3-15 weight parts of Radix Paeoniae Alba and 5-20 weight parts of Fructus
Mume, and optionally comprises pharmaceutically acceptable excipient. The
pharmaceutical composition can be prepared by any one of the following four

30 methods.

The first method comprises the following steps:

a. providing the crude drugs in accordance with the weight parts as
described above;

b. extracting the crude drugs with water by reflux, filtering the extract liquid

3



The first nmethod conprises the follow ng steps: a. providing the
crude drugs in accordance with the weight parts as described above;
b. extracting the crude drugs with water by reflux, filtering the
extract liquid 3 and concentrating under reduced pressure; c. adding
et hanol into the concentrated extract liquid to nmake the ethanol
content to 65-75%and filtering; oncentrating the filtrate under

d. c
reduced pressure to pr.oduce .an extracgt; 5 e. optionally adding
exci pi ent aft t@lﬁq‘?’éﬁégﬁp&‘ﬂnéﬁr§?éb‘c?a)P1ie(§SBF‘°e;par e into
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phar maceutical |y acceptabl e dosage form The third nmethod conpri ses
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wei ght pattgyas described 20 above; b. extracting the follow ng
crude drugs wth ethanol having a certain concentration by refl ux:
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d. optionally adding excipient into the extract of step (c) to prepare into
pharmaceutically acceptable dosage form.

The third method comprises the following steps:

a. providing the crude drugs in accordance with weight parts as described
20 above;

b. extracting the following crude drugs with ethanol having a certain
concentration by reflux: Radix Bupleuri, Radix Paeoniae Alba, Fructus
Aurantii Immaturus, Radix et Rhizoma Rhei, Radix Scutellariae and Rhizoma
Coptidis, cooling down the extract liquid, filtering and combining;

25 c. adding the other drugs into the drug residue of step (b), continuously
extracting with water by reflux, concentrating the extract liquid under
reduced pressure, followed by adding ethanol into the concentrated
extract liquid to make the ethanol content to 65-75% and filtering;

d. combining the filtrate of steps (b) and (c) and concentrating into an extract;

30 e. optionally adding excipient into the extract of step (d) to prepare into
pharmaceutically acceptable dosage form.
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30 e. optionally adding excipient into the extract of step (d) to
prepare into pharnmaceutically acceptable dosage form 4 The forth

nmet hod conprises the follow ng steps: a. providing the crude drugs in
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20 According to one embodiment of the present invention, the composition
prepared by the methods of the present invention preferably comprises the
following crude drugs: 9 weight parts of Radix Trichosanthis, 12 weight parts
of Radix Bupleuri, 9 weight parts of Fructus Aurantii Immaturus, 3 weight parts
of Radix et Rhizoma Rhei, 6 weight parts of Rhizoma Pinelliae, 9 weight parts of

25 Radix Scutellariae, 6 weight parts of Rhizoma Coptidis, 9 weight parts of Radix
Paeoniae Alba and 9 weight parts of Fructus Mume.

On the basis of the formulation above, Fructus Crataegi (Shanzha) can be
added into the formulation of the pharmaceutical composition. The reasons
are as follows: Fructus Crataegi acidifies sweetness and nourishes Yin, not
30 only prevent excessive damage to Yin caused by the dissipation of acridity,
but also achieve the purpose of inhibiting sweetness by sour and bitterness. It
showed a good effect of dispersing gloomy and clearing up heat when
combining with the other crude drugs. Thus, the pharmaceutical composition
preferably comprises the following crude drugs: 5-40 weight parts of Radix

5



showed a good effect of dispersing gloony and cl earing up heat when
conbining with the other crude drugs. Thus, the pharmaceuti cal
conposition preferably conprises the follow ng crude drugs: 5-40

wei ght parts of Radix 5 Trichosanthis, 10-30 weight parts of Radix
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Rhizoma Coptidis, 9 weight parts of Radix Paeoniae Alba, 15 weight parts of

25 Fructus Mume and 9 weight parts of Fructus Crataegi.

Specifically, in the first method of the present invention, the following steps
are preferable:

a) In the step (b), the extraction-by-reflux is preferably performed twice
with water of 10 times (x10 fold) the weight of the crude drugs for 1.5 hour

30 per time. Preferably, the extract liquid is concentrated into a concentrated
extract liquid with the final volume (L) to the initial weight of the crude drugs
(kg) in ratio of 1:1;

b) In the step (c), the concentration of the added ethanol preferably is
90-100%, more preferably 95%. After adding ethanol, the concentrated extract
35 liquid contains 70% ethanol.
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extract liquid with the final volune (L) to the initial weight of the
crude drugs (kg) inratio of 1:1; b) In the step (c), the
concentration of the added ethanol preferably is 90-100% nore
preferably 95% After adding ethanol, the concentrated extract 35
liquid contains 70% ethanol. 6 Due to using the above nethod of
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D G5 TR BiG o R L G g DR (A S LT3, e preferably 1:2.
above Tt iRt i IeAd D RRHErab, ISt camseheh E0s fithes ¢hécolumn
sai kosapdnime pesrheurnfhermsouné afyidheovater fareyashingqataferably is 4-6 times
rom L Roeas IR RBIRRE, The LoreI L fIcop EehanSPToh I AShiE gaeferably is
of fPci SR Sah rnors direle Sy StI% T b Vortibie, of rf§h«wa51 foBrastiangdajeferably is
adsor pt2-bntizBeanthevastliumnbyolame. tlhe ethasal nrurtecoweredndnelart iraduced
active REPrefeHl) AIAWRAPAAEASS TO-80¢CBy BecoiRe i IRhanol Hider
mjoritpﬁ%g?ﬁl urities’ can e.renoved a t.e'aCYi ec o%%nt C

be 1 et dPARFECTRECHTIENATE SR 1SGPBEANEHON 1Y dpiriadivis deRsiabet d 25135,
net hod preferably 1.30.

20 Water-extraction is adopted in the above method, ensuring water-soluble
active components such as saikosaponin, berberin(berberine hydrochloride),
baicalin, chrysophanol, paeoniflorin and synephrine etc., can be extracted
from the crude drug to a greatest extent. In the present method, many
efficient extraction steps are used, including macro-porous resin adsorption

25 and washing by water to remove impurities, and eluting active components
with ethanol aqueous solution. By these means, the majority of impurities can
be removed and the active components can be retained.

The pharmaceutical composition prepared by the above method is
characteristic of remarkably increased contents of the active components and

30 greatly decreased contents of impurities, and the administration dosage is
decreased correspondingly. Meanwhile, the stability between batches is
ensured.

In the third method of the present invention, the following steps are
preferable:



characteristic of remarkably increased contents of the active
conponents and 30 greatly decreased contents of inpurities, and the
adm ni stration dosage i s decreased correspondi ngly. Meanwhile, the
stability between batches is ensured. In the third nethod of the
present invention, the follow ng steps are preferable: 7 1. In the
step (b), the concentration of the ethanol is 75-90% preferably 80%
and preferably, the extraction-by-reflux is perforned twice with

et hanoll. dh @ stdpreb),tihe mngdzﬁtrahotrhef thedahdhod s 05-90%, hiefefdbly 80%;
for 1. kﬁ féei*rab nﬁ1e 8xt1JaQt1tolﬁ hﬁ s & é 6{ 18N ¥1 5(1 f 10
prefera ﬁh A § t of
t he tottHFle\ﬁé rwetg ft t Gﬂé a1k so! ’thﬂas’@gla | umpgnmge

d b) .f 1.5 h X t .
oy of or Joilp: Ghshata (e dhei isagtionrTe Hipearelorahbt "i‘sf Restarmedhiwige with
final watamef {QXirhestthe weightof Wee gbtalokeidiet of tl@@cdudgsch(ﬁ of the step
ratio )gma thd8ru ?&ﬁfe P b)tfi')? b q%iuf 1 et LE5ARhY fiduid is

{e 5

90- 100% prefe
concentis{QRRlY; fsasf:entr@j 5 A @W@Xﬁ Qﬁtai)ll%}lldowléhhéhél final
| n t he vadjaviee (el todthe iinittaludeeight gsf tlie RBadte &ﬂm ey Eé iRagatio of 1:1. The

P
Ko %8 @fartﬁﬁ“&f 6@5&@“ Pt xtraﬂ-l %%?ﬁoﬁﬁ ﬁerabjy
finr8t| ?héﬁeﬂﬁgéﬂ‘ﬂ&l é@rwrﬁreeteéiomstm i aisl emtaing65-75%,

crude gregsrabig % retbhedlwi th water. This ensures that the active
conponents in the six crude drugs can be fully extracted. Wile the

ot her dnuide abevextrrethbel) sixlorulle detigs dfoRabibaBupideiir Radix Paeoniae Alba,
wat er - §Q. Hﬂlse& W?ﬁrﬁgﬁﬂ%&s%ﬁﬁr gﬁ RHE; H&”tR 211‘} tesa1siHend
et Ve

drugs e cons ey - osItion prepare
by ¢ he 195268 Kare Praacksl s tﬁ Hotpined residues

si gni f acantdmbinedeasith tlandthee cadedrigfs amlirextiasedr evithnmardtabl This

decrea%&@% éﬁ'fgc thE a n&@ﬁ{ﬁtlﬁ%ﬁ d?ﬁaﬁfe d@ﬁicfésﬁfjugﬁ cemebe fully

forth presen St eps©a
pr ef er gstEacte p'i‘]ﬁ (%/115‘)85 AR eéiilfafcéi%@ Q)‘hwi}’bg’}’r wvratax tpsobtam their

per f or vegtervéalebleé t bomed cemelmtfs hécahseeallt betivei gbimpdnehes Radithese crude

Scutel | g Eoﬁsﬂlfé‘f@dpt‘?fb 'v(}?t BIL AEthé B PositforP PREpLERY by the
o ol

kept at prefera
e active components significantly increased

above methoc{ tHe content of 1
and the content of impurities are remarkably decreased. Hence, the
administration dosage is decreased.

In the forth method of the present invention, the following steps are
preferable:

25 1. In the step (b), the extraction-by-reflux is performed twice with water of 10
times the weight of the Radix Scutellariae for 1 hour per time; the extract liquid
is preferably kept at 75-85°C, more preferably at 80°C.

2. In the step (c), the extraction-by-reflux is preferably performed twice with
ethanol of 10 times the weight of the Rhizoma Coptidis for 2 hours per time; the
30 concentration of ethanol preferably is 70-85%, more preferably 75%.

In the step (b) and step (c), the pH is preferably adjusted by concentrated
hydrochloride acid.

3. In the step (d), the extraction-by-reflux is preferably performed twice with
water of 10 times the weight of the other crude drugs for 1 hour per time; the

8



2. In the step (c), the extraction-by-reflux is preferably perforned
twice with ethanol of 10 tinmes the weight of the Rhizoma Coptidis

for 2 hours per tinme; the 30 concentration of ethanol preferably is
70-85% nore preferably 75% In the step (b) and step (c), the pHis
preferably adjusted by concentrated hydrochloride acid. 3. In the

step (d), the extraction-by-reflux is preferably perfornmed twice with
water of 10 times the weight of the other crude drugs for 1 hour per
time; tdoenbihedesitreat lexnichist concpnitated dotice worneeadrdtetoedract liguid with

concen 4 e ' i\ [ -1 .
one e N esgty L0 eSS0 0001 i v
extract %@péﬁarglyevﬁﬂa e ) R n‘é’ilﬁ}f agelatiye dengty pdrle25-1.35, more
pr ef er girleyeratd$.1.30I n the present method, the Radix Scutellari ae,

Rhi zoma Coptidis and the other crude drugs are extracted

r espectlhviiey prébentvanetrhakt thee Ravhix dicudelbeniod, Rieixvrac Coptidis apel €a¢ exther
accor dichg i dritfds Al bREERitedn ?g%}‘}@étixpélgp ethbeSvardd gé{ﬂé‘%‘ﬁo‘fﬁe&al ethanol

is adjusted..Inhe pharmaceuti,c conposi tion prepared, t apove
ot hod EXTAE QG ntelBF (oA FIas GhiBREN I ISrgn FeamicRy prpperties, and
i ncr eaghenapH tvedueoist adjustedi dputhe ipdsaranaceetiealkabhyp dsitiozapedpared by
Hence, {hpe 4 r‘ﬂr%th%ﬁ' OPhdOggHRAS HEHHRASRTive S h?cf}%ﬂtg (4 nificantly
above nethods of t présent rnvention, a pharnace |§ia cor& I'on
ha\}PngIPﬁ’@aéS{éﬁ%“?ioﬁ‘i}ﬁﬂ%’?%ﬁ elotmpratiesare semarkeoly degeasedistengg, the
be pr epaimihisTieicn dossige isrdedrenbed pr esent i nvention can be prepared
I's by conventional nethod into any one of conventional dosage forns

with ceandingntd ithe ol emethets ofkiepresenr irorerstion, aFfpharmaceutical
exanpl @onhBEsARAY %a\ﬁ%?dﬂ'néi EBB%eCﬁﬂntPﬁla?cgdgl Tor ttf@ét?ﬂeléf‘ Pg?ﬂ)éb@?&”ﬁ{e?litus

r1Be

bei n 0 red and jnffused wth. water. n repar ed 0 a
oxt r acCalgPE FCHiTEGe | Do FOrAPPBIN Qfotlio PEASENAIN YR ERR G IParepared
or 15 he bybainventexnalachetie dgnpoepay edneOof momveatti@halod osageufermedwith

adni ni ; - | : ' i

" cct For o By ] e PARrE MBI Hlo il ROl ERAf e, 1€ above
| nt endSEAAS PSR Sat B gelmurishited UL sRany ARGHE: DRig powdered and
phar nadcefusechiwithnpadet;i oeing ppepartdyntdanrextradt, odriete mrleseired, sifted,

| nvent ipRvHBsed Nend UiHuised Witﬂl%&éﬂ%ﬁ'tﬂ@%ﬁﬁﬁ%d Eﬁﬁjaeg lf’eigggﬁlre ared

g; fzgf L gg t%&e&[@a%%ngggﬂwagbl %{hf{g:qgﬁ‘@’g %Irgﬂy, o?r}chte o) fa?ﬂg nextract eing

prepared into injection etc. To the skilled in the arts, however, these are not
intended to limit the scope of the present invention.

The pharmaceutical composition prepared by the method of the present
invention has the function of lowering blood sugar, having a good effect of
25  treating DM clinically.

Herein, when the concentration of ethanol or the content of ethanol (the
content of ethanol in the system) is expressed by percentage, it refers to
volume percentage except where otherwise noted.

THE DETALED DESCRIPTION OF THE INVENTION

30 The following preparative and experimental examples are provided for
purposes of further illustration only and are not intended to limit the scope of
the invention in any way.

Example 1
Formulation: 750g of Radix Trichosanthis, 1500g of Radix Bupleuri, 450g of
. 9



content of ethanol in the system is expressed by percentage, it
refers to volunme percentage except where otherw se noted. THE
DETALED DESCRI PTI ON OF THE | NVENTI ON 30 The foll owi ng preparative and
experinmental exanples are provided for purposes of further
illustration only and are not intended to Iimt the scope of the
invention in any way. Exanple 1 Fornmul ation: 750g of Radi x

Tri choq;q%: ,

| mmat urlg,l.s, wi%(ﬁg&% %? ﬂ?%%?b%%lﬁaﬁ?ﬁ%%hz% W?&@ fg‘pgeﬁt’ ézoma
4509 of §e521 % | Wé@f ér’é agtaeryl; tzoam Copritls oftoBgdok Radix
Paeoni d&ebhve Allth IhAJ 5o &f TelicisisNUBue. The conposition is prepared

by the foll ow ng net hod: s5 The above nine crude drugs are extracted

twi ce thhe ebpositidn pﬁe}%_@r;fedlb menfeﬁldvhmdg\mgﬁiochf the crude

drugs, 1.5 hour per tine he extract liquidis filtered,

conéentlle eﬂbayﬁjmne&d'mhjdpu sawree ek tiac ted dovicenby atetivexvithcwater of 10

l'iquid

9 B G A A, e
of 'S ndBirad; 665eRaeed ahRT R et |P€ﬁﬁs&1rﬁsmﬁq taeﬁ@atcsﬁarate extract
concentliquiedwibi¢he femalceol ey rte themmtlal uk&n ht@f&h&&truc@(dﬂﬁ s (Rg)

| dent i G %n@hatga% &I%J?ldlh%t Faﬁletd“l?o g@h Yoflg (g\ang %o 65%

i t]on |
or Uble &Na Ewém i#redrakd rﬁ%cemﬁae arTecifed thressure
| mmat uinky aRixeinse extr‘alatzoma Rhei, Radi x Scutellariae and Rhi zoma
Coptidis) are extracted twice by reflux with 75% et hanol of 10 tines
t he weii¥ampdé 2t he crude drugs for 1.5 hour per time to give the
extract liquid (1) and the drug residue. The extract liquid (1) is
filterddentical formatlation with faali oftirabixanTplechis prowided Fruct us Mine
and Rhizoma Pinelliae into the dru resi due, the
ext r actlifghcompesition issprparadby t ifoblowing waetdhodst 10 times the
t ot al t_of the three crude drugs_and the drug residue for 1.5
houp pﬂe %H@W@gys\% @khd%éirwgqulg@ﬂleczﬁumlekﬂd@ét Paepgiged Alby, Feuctus
concentAmtaediii Mh@n@turasﬁdeidzkaéﬁduﬁtbmcﬂiﬂell ARadlivi Sbutellerisdenahd Rhizoma

vol U”E ﬁbéycru ﬂ‘latsc't&% Wk?% P%(ﬂ&)? M’c@ Oﬁ%ﬁfth%rn%ﬂ S Plinhds 1RS ! welght

of 1: 1 e the
rugs for 1.5 hour | per time to give the extract liquid (1) and the

drug residue. The extract liquid (1) is filtered for further use.

20 Adding Radix Trichosanthis, Fructus Mume and Rhizoma Pinelliae into the drug
residue, the extraction-by-reflux is performed twice with water of 10 times the
total weight of the three crude drugs and the drug residue for 1.5 hour per
time to give extract liquid (2). The extract liquid (2) is concentrated into a
concentrated extract liquid with the final volume (L) to the initial weight of

25 the crude drugs (kg) in ratio of 1:1. 90% ethanol is added to make the content
of ethanol to 65%, filtering for further use.

Combining the above extract liquid, and concentrating under reduced
pressure into a dense extract.

Example 3
30 Identical formulation with that of the Example 1 is provided.
The composition is prepared by the following method:

The above nine crude drugs are extracted twice by reflux with water, adding
10



of ethanol to 65 % filtering for further use. Conbining the above
extract liquid, and concentrating under reduced pressure into a
dense extract. Exanple 3 30 Identical fornmulation with that of the
Exanple 1 is provided. The conposition is prepared by the foll ow ng
nmet hod: The above nine crude drugs are extracted twi ce by reflux wth
water, adding |10 48.5kg water in each one-hour extraction; cooling

d t t I d f I d onbl ni,n he co ned .

TPIT B SEE Bieh ifhedch o ra B ERCHHRT saelidl Arbut thasaract diquid,

resi n iflteringeaddotomhinimeg combinedofiltrate mailodm])exd omfd Br2kg of AB-8

washi ”Qggbt thateb ft;ué1 aH'sG?gitlb?ler Liﬁ“a ¥BbEf®f 4 Qﬁggﬁﬁ%hoﬁuﬁn Volyme
ano

di d Th t
Ui moe. 16 ROMEmA LR WAoR ARV WAIRRLIL it B o umg,the cluate

et hanolis idiscawded.er dthetr, othet Imaaainngl isedordhated againt witdt 880€ ethdewl of 2
[ eduCeqipgSHY Eolurfindly 2, S AR ehdiloPe Bl YOABIREAY THE diidmol is
Vacuum dr i ed %é g gﬁi éa é &

pul verlr%ﬁvﬁﬁ?ﬁég @ CORp f @UO te;j @k, amdeeredugg elaressure
I nto the giveaamestdicy withoe reladiver densﬂ%)afnlt 25capfadiasm-Bxdbiepériormed
| dent i I | t p

conpos%?. o@“ﬁ.?ﬂ’ Busth i oy it WG RePhfierisSd B, %&%ﬁ efl,fupugh
by 1Pef B¥xmesh ﬁbﬁw sﬁ@@@ﬂeaks addgid mmatﬂée ssreened; dug pow ewetcgmrepare
of theiRtslcapSaldsl | ariae for 1 hour per time; conbining the extract

i quid, adjusting pH value wth concentrated hydrochloride acid to
1.5-2. Exarmmipdedxtract liquid is kept at 75C for 1 hour, standing

still, filtering, washing the sedinments with water until the pH

val ue bhdentiesl 5eﬂmﬂa’§aomgw1ﬂutlwlr ot Example bl proeidedy extract

and screening through 80-nmesh sieve to give the extract of Radix

Scut el [T eemeositiaet isngrapred by theffiolbowineg Rivethards Coptidis with

70% et hanol of 10 tines the weight of the Rhizoma Coptidis for 2
houfs pestracting bwias hyntefluy tha fadix Saudelilariad iwithr Weger rafcd0etimes the

Lhanflwéll@}%tlloﬂcth@ R\lzﬁ’ix Cgcu'i‘élllk%&é Fgﬁﬁdfg@ﬂbkeﬂm@%%ﬁiwﬁﬂ Hﬁh&r(tract
2" ot Eallh (ERRERE e crart W, ShACTSShel, ribrdsabhily g i 'Ts-20
wat er the extract liquid 1 ept at 75°C for 1 hour, standing still, filtering, washing

the sediments with water until the pH value becomes 5-6, drying, pulverizing
20 the obtained dry extract and screening through 80-mesh sieve to give the
extract of Radix Scutellariae.

Extracting twice by reflux the Rhizoma Coptidis with 70% ethanol of 10 times
the weight of the Rhizoma Coptidis for 2 hours per time; combining the extract
liquid, filtering, recovering ethanol until no flavor of ethanol can be smelled,
25 adjusting the pH value with concentrated hydrochloride acid to 1-2, storing
under a cold condition overnight, filtering, washing the sediments with water
until the pH value becomes 5-6, drying, pulverizing the obtained dry extract
and screening through 80-mesh sieve to give the extract of Rhizoma Coptidis.

Extracting twice by reflux the other seven crude drugs with water of 10 times
30 the weight of the seven crude drugs for 1 hour per time; the combined extract
liquid is concentrated into a concentrated extract liquid with a relative
density of 1.03, cooling down, followed by adding 95% ethanol to make the
ethanol content to 70%, standing still, filtering, recovering ethanol to give an
extract with a relative density of 1.25, drying, pulverizing the obtained dry
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until the pH val ue becones 5-6, drying, pulverizing the obtained dry
extract and screening through 80-nesh sieve to give the extract of
Rhi zoma Coptidis. Extracting twice by reflux the other seven crude
drugs with water of 10 tines 30 the weight of the seven crude drugs
for 1 hour per tine; the conbined extract liquid is concentrated
into a concentrated extract liquid with a relative density of 1.083,

coolin , I @Qﬁ 59 to make the ethanol
conten%xggggo%%&gkgér{l%gr@% i %}gﬁlgﬁﬁeergb%?%'ecoveri ng et hanol to give
an  exiCasibinihd wellefi! Hi‘ﬁ etryopéxt]rﬁgp ob‘@erl%!g?ﬂin Rk ¥é PHrddSteps,
obt ai ned, dr 13 extract ahd.screening through -nmesh sieve.

Conbi ni%jd%\% lactase i prepage intd capsy obtained in the above three

st eps, .addi Tg | actose to prepare into capsules. Exanple 5 5

For nul &38HL ¢§009 of Radi x Trichosanthis, 900g of Radi x Bupl euri,

3008 of EYHSnAIZE0E ot R i TS, 008 & Thatits ag%%?%mg of
Rhi zond ra@spis diurandgolnotatmeds, x18@mefnRadimeb aR lindnso Bdent 360g oofuRhizoma

Mine. TigelRpaslol of Redir Seatdtiriy, tafas@ge @E;er’t!ézf'alﬂzud;@ _ tﬁﬁ% ggggg?f Radix

?ibﬁgg ngmﬂgéﬂﬁmoé&?%ﬁéﬁﬁﬁ%‘f (é‘té?&”% hgur ger time. The extract
mes tl ! _ t

concentils S EHTdn PEGMAS B tﬁﬁg‘f%ﬂ‘)ﬁg}ﬁ’é@?%%%f;% to t hgh?m tial

vel, ght 19{e LRV Nige 9% § ﬂggi&e F&{Ija%%iof%%eﬁ éﬁy&f‘cﬁ @%C%er 'f 10

o e A B

T B o
ilei st al vol i . ugs (Kg) in

ELE L O R b R KR

Radsx Ebtaghbdr éxagaah dideiidz ytilteredt add sdordenhtextadpeirRibrt ¥ed@c&Y pressure
refl ux%&ﬁ@é}o{gee{:%agt of 10 tinmes the weight of the crude drugs
rme v

for 1. our  per 0 give the extract liquid (1) and the drug
resi dug tract liquid (1) is filtered for further use. 25
Addingigggﬁéhiﬁichosanthis, Fructus Munme and Rhizoma Pinelliae into

the drygentical formulation with that of the Example 5 is provided.

The composition is prepared by the following method:

20 The following six crude drugs (Radix Bupleuri, Radix Paconiae Alba, Fructus
Aurantii Immaturus, Radix et Rhizoma Rhei, Radix Scutellariae and Rhizoma
Coptidis) are extracted twice by reflux with 90% ethanol of 10 times the weight
of the crude drugs for 1.5 hour per time to give the extract liquid (1) and the
drug residue. The extract liquid (1) is filtered for further use.

25 Adding Radix Trichosanthis, Fructus Mume and Rhizoma Pinelliae into the drug
residue, the extraction-by-reflux is performed twice with water of 10 times the
total weight of the three crude drugs and the drug residue for 1.5 hour per
time to give extract liquid (2). The extract liquid (2) is concentrated into a
concentrated extract liquid with the final volume (L) to the initial weight of

30 the crude drugs (kg) in ratio of 1:1. Anhydrous ethanol is added to make the
content of ethanol to 75%, filtering for further use.

Combining the above extract liquid, and concentrating under reduced
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residue, the extraction-by-reflux is perfornmed twice with water of 10
times the total weight of the three crude drugs and the drug residue
for 1.5 hour per tine to give extract liquid (2). The extract liquid
(2) is concentrated into a concentrated extract liquid with the
final volume (L) to the initial weight of 30 the crude drugs (kg) in
ratio of 1:1. Anhydrous ethanol is added to nake the content of
ethanol to 75% filtering for further use. Conbining the above

ext r actpreisgure intta denreeextraci.ng under reduced 12 pressure into a
dense extract. Exanple 7 ldentical forrmulation with that of the
Exanpl @@Hﬂ@ﬂovi ded. The conposition is prepared by the follow ng
met hod:. 5 The_above ni ne crude drugs are extracted tw ce by refl ux
With m&d@nﬁlcaégoh@lulag%kwamtbat Pgﬂ@fa@wa@nplméw peevidedi on; cool i ng
down t extract ljquid, filt i)in a cii conbi ni ng. The conbi ned
filtrat ¢§0mﬁ‘a%1(§1cghisopllf?l?@é§dg y oligwingaae r ous adsor pti on

resin i-n a eed of 6 tiymes the colum vol ume er hour. After .
hechi i AEOVEL et fredf ek me eniased diire Dot FaTEK 4t Peates, adding
di scar débk ghenatet hin eachi one-houroetractiorageioling tdodavethe hexighcofliduid,
times e GALUARAVAS B Rni .ﬁh@%%ﬁﬁﬁgh ﬁh&‘é‘&fié o&‘[?é@' ﬁ%of AB-8
et hanol i1 s ecovered fr t he conbi ned et han %{eu,aea 021:u er

r educedY PESRGGTR-PRIP Y aESQRPERN Eesin i3 SReed) oft 6 yumgs thesplymn vedume
Vacuumyuri ledut s Afterf washdn g avithO@ ater ofttatimes thy cekiimac zolwhie; thieseluate
U S e, MR Bl ey S g o
| dent i dHNesd Bk Vpimenandothd ﬁﬂl@&tﬁat@t@ iﬁscoanbweaﬁ. Femthanol is
conposirecoveted frematiee combired ethanbhgluetehad7020 xdéneéd nged Wessure

of [ﬁi'%%%g?%?%’iﬁéﬁ‘%&'ﬁ# RIBRAUPAMTE 85 ©YdddThin-Hpfd iEpPHbrmed
i qui d At sttongbiain, al dey wwxtirachnwdneh dsepulverised and dcecreengdt through

1. 952. @0-nidwvh sieleactStareluiisl adeldeefitoathe8&&ebedld ip wowdeardip¥epare into
still, tgfaiettg.r' ng, washing the sedinents with water” until the pH

val ue becomes 5-6, drying, pulverizing 25 the obtained dry extract

and sc%&ggghrough 80-nesh sieve to give the extract of Radix

Scut el
Identical formulation with that of the Example 5 is provided.

The composition is prepared by the following method:

20 Extracting twice by reflux the Radix Scutellarizge with water of 10 times the
weight of the Radix Scutellarige for 1 hour per time; combining the extract
liquid, adjusting pH value with concentrated hydrochloride acid to 1.5-2.0;
the extract liquid is kept at 85°C for 1 hour, standing still, filtering, washing
the sediments with water until the pH value becomes 5-6, drying, pulverizing

25 the obtained dry extract and screening through 80-mesh sieve to give the
extract of Radix Scutellariae.

Extracting twice by reflux the Rhizoma Coptidis with 85% ethanol of 10 times
the weight of the Rhizoma Coptidis for 2 hours per time; combining the extract
liquid, filtering, recovering ethanol until no flavor of ethanol can be smelled,
30 adjusting the pH value with concentrated hydrochloride acid to 1-2, storing
under a cold condition overnight, filtering, washing the sediments with water
until the pH value becomes 5-6, drying, pulverizing the obtained dry extract
and screening through 80-mesh sieve to give the extract of Rhizoma Coptidis.
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Extracting twice by reflux the Rhizoma Coptidis with 85% et hanol of

10 tinmes the weight of the Rhizoma Coptidis for 2 hours per tineg;
conbining the extract 1liquid, filtering, recovering ethanol until no
flavor of ethanol can be snelled, 30 adjusting the pH value with
concentrated hydrochloride acid to 1-2, storing under a cold

condition overnight, filtering, washing the sedinents wth water

until the pH val ue becones 5-6, drying, pulverizing the obtained dry

ext r actExtaadtingrteeiveny treflongthe8Othwes sevwereceutle divues thieh exbtearcof 90 times

rigy
Rhi zo el ' ] r L

crugs. R e O 8 PAXIAY, HHIES £Y 1oﬁitﬁ§eé§§%§' S RiEhA %?r?d
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concentdertsity eft1.87; cbbﬁm/gidw'wn ﬁolrlei/\mdrrg addnsg 95 %fethahol teophalag the
dow, fe?h%ﬂ\’f@o?& ﬁ{“ﬂ )% S At OO £ ﬁﬁg(hfe%\ﬁetrm WhGAB B! eiVR an
70% stanlngsl?, ilteryng, T ovg’l g etdanol ta VE. an .

ext r acXWadt Withare 1‘6‘eﬁ’l§ﬂ$§r’f}’op i35, E\aymgvgpummémg ithg ehtained dry
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wel |l the dry powder of extract obtained in the above three steps,

addi ng Gomrhihingdvetlefrer dry powalerabi extvact obExarml én $heabovathese steps,
630g of i ' QH% NS i | X Bupleuri, 630g of Fructus
Aur ant ﬁ@%%%&g@ %BE?HIS%%OSE;&I i zoma Rhei, 420g of Rhi zoma

Pingl | Bem®399 of Radix Scutellariae, 420g of Rhizoma Coptidis, 6308
of Radix_F’%ﬁi ae Al ba and 630g of Fructus Mune. is The conposition

| s prepyredulitidhne 630 OF Radiet TaehoshRLRP BEOL 6 RiHLCBILIIS12680g of

d ] by ,r. i th 0 th f :
St Sl P o Al ! i
concentlinelueu6ddg oédbedias prutdlarme; A20ga of dRbizatmaCoptigis,r 630g of Radix

i qui d PebRideN&IHA A3 6BVMEB ks e, Ni tial wei ght of the crude
drugs (kg) in 20 ratio of” 1:1, 95% et hanol is added to nmake the

consentThy ¢ tidrPis’Pepardet Binde tldwiie hhéitHad:i s filtered and
P esal &

concentrated under reduced pressure into a dense extract. Exanple 10
| dent i dde bbowvd aihercrudendirhat &fe eREratiedmmeice b reflwst detth wilted ket 10

Compe 3588 % BEREN . LR o T3P U AR g
iltered, concentrated under reduced pressure into a concentrated extract
liquid with the final volume (L) to the initial weight of the crude drugs (kg) in
20 ratio of 1.1, 95% ethanol is added to make the content of ethanol to 70%.
Obtained extract liquid is filtered and concentrated under reduced pressure

into a dense extract.

Example 10

Identical formulation with that of the Example 9 is provided.
25 The composition is prepared by the following method:

The following six crude drugs (Radix Bupleuri, Radix Paeoniae Alba, Fructus

Aurantii Immaturus, Radix et Rhizoma Rhei, Radix Scutellariae and Rhizoma

Coptidis) are extracted twice by reflux with 80% ethanol 10 of times the weight

of the crude drugs for 1.5 hour per time to give the extract liquid (1) and the
30 drug residue. The extract liquid (1) is filtered for further use.

Adding Radix Trichosanthis, Fructus Mume and Rhizoma Pinelliae into the drug
residue, the extraction-by-reflux is performed twice with water of 10 times the

total weight of the three crude drugs and the drug residue for 1.5 hour per
‘ 14



Aurantii | mmaturus, Radix et Rhizoma Rhei, Radix Scutellariae and

Rhi zoma Coptidis) are extracted twice by reflux with 80% et hanol 10
of tinmes the weight of the crude drugs for 1.5 hour per tine to give
the extract liquid (1) and the 30 drug residue. The extract |iquid
(1) is filtered for further use. Adding Radix Trichosanthis, Fructus
Mume and Rhizoma Pinelliae into the drug residue, the

10, ¢
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at 80°C to obtain a dry extract, which is pulverized and screened through

20 80-mesh sieve. Microcrystalline cellulose is added into the screened dry
powder to prepare into concentrated pills.

Example 12

Identical formulation with that of the Example 9 is provided.
The composition is prepared by the following method:

25 Extracting twice by reflux the Radix Scutellariae with water of 10 times the
weight of the Radix Scutellarige for 1 hour per time; combining the extract
liquid, adjusting pH value with concentrated hydrochloride acid to 1.5-2.0;
the extract liquid is kept at 80°C for 1 hour, standing still, filtering, washing
the sediments with water until the pH value becomes 5-6, drying, pulverizing

30 the obtained dry extract and screening through 80-mesh sieve to give the
extract of Radix Scutellariae.

Extracting twice by reflux the Rhizoma Coptidis with 75% ethanol of 10 times

the weight of the Rhizoma Coptidis for 2 hours per time; combining the extract
15



liquid, adjusting pH value with concentrated hydrochloride acid to
1.5-2.0; the extract liquid is kept.at 80C for 1 hour, standing
still, filtering, washing the sedinents with water until the pH
val ue becones 5-6, drying, pulverizing 30 the obtained dry extract
and screening through 80-nesh sieve to give the extract of Radix
Scutel lariae. Extracting tw ce by reflux the Rhi zoma Coptidis with
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ext r actexdbadcti creariegatioori gl Beemeshmieveaddi ng microcrystal line
cellulose to prepare into concentrated pills. 15 Exanple 13

For mul &ombintsggvel] theldyy rowileyanf extract 6boaireid Radhe alBupet ¢hrée steps,
450 f
g o adcﬁ&‘%hﬁﬁr&iﬁ%@éﬂmé BB 18 ¢Sto Réﬁ@galg: Jﬁgl ldg}cl%tggmegogﬂ@e'

150g of Rhizoma Pinelliae, 4509 of
RhiizonExGnpldilg, 4509 of Radix Paeoniae Al ba, 750g of Fructus Mune
and 450g o ructus Crataegi. 20 The conposition is prepared by the

f ol I owiFegnaldton: mgalmﬁvﬁadm TricidBarthigs 1800gest rRadigd lé‘b?rszSOg of

N L

hour pér

reduce lﬁﬁuwu A@ng RadignSentellgrue, dp0gaef Rhizgma Gaptidishd50gnef Radix

vol ume Rdepnide Alig:, 7605 of FmtngQMdﬁl@dalﬁﬂ%eoﬂqu@@)ataégz% ratio
of 1:1, 90% et hanol iS added to nake the content of ethanol” to 65%

Cbbai ndthesogsositioquisiprepatdd byatiedodl sonoemetkiclt under reduced
pressur e
The above ten crude drugs are extracted twice by reflux with water of 10

times the weight of the crude drugs, 1.5 hour per time. The extract liquid is
filtered, concentrated under reduced pressure into a concentrated extract
liquid with the final volume (L) to the initial weight of the crude drugs (kg) in

25 ratio of 1:1, 90% ethanol is added to make the content of ethanol to 65%.
Obtained extract liquid is filtered and concentrated under reduced pressure
into a dense extract.

Example 14
Identical formulation with that of the Example 13 is provided.
30 The composition is prepared by the following method:

The following six crude drugs (Radix Bupleuri, Radix Paeoniae Alba, Fructus
Aurantii Immaturus, Radix et Rhizoma Rhei, Radix Scutellariae and Rhizoma

Coptidis) are extracted twice by reflux with 75% ethanol of 10 times the weight
16



into a dense extract. Exanple 14 Identical fornulation with that of
the Exanple 13 is provided. 30 The conposition is prepared by the
follow ng nmethod: The followi ng six crude drugs (Radi x Bupleuri,

Radi x Paeoni ae Al ba, Fructus Aurantii |Inmaturus, Radix et Rhizoma
Rhei, Radi x Scutellariae and Rhizoma Coptidis) are extracted tw ce
by reflux with 75% et hanol of 10 times the weight 16 of the crude
drugs for (1.5 hour_per tine to give the extract liquid (1) and the
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Exanpl ®flthasiobte\d5dedfiltetiey éonpeahieresel s prepared by the fol | owi ng
nmet hod: is The above ten crude drugs are extracted tw ce by refl ux
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filtrate TS ed o of AB-8 type nacro-porous adsorption

a
resin ik Anspeqg of 4 tines the colum volume per hour. After
g—vm—l—?)liwa‘re

washi n r of 4 tinmes the colum volune, the eluate 20 is

di scar dgdntitae Porﬁﬁﬁa’ﬁ%%th@/v'i’%’l %lﬁa@@f‘ﬁgsrc]g?‘élé)ﬁﬁfé 1344 b?oﬁgi/ﬁé&.t hanol of 2

times the colum vol unme, an e et ate i stconbi ned. The

et hanolTHécogmMﬁrcﬁﬁisTE%paﬂ@a B?f{hb%@lc%g?g%eﬁ{dtﬁte at 80C under

reduced pres to give ‘an extract wth el ative density of 1.35.
pedbuILE ke pet Coeiioat (86 Saraitha oyl aleani ) fdding
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filtering and combining. The combined filtrate is loaded onto 3.5kg of AB-8
type macro-porous adsorption resin in a speed of 4 times the column volume
per hour. After washing with water of 4 times the column volume, the eluate
20 is discarded. Then, the washing is conducted again with 80% ethanol of 2
times the column volume, and the ethanol eluate is combined. The ethanol is
recovered from the combined ethanol eluate at 80°C under reduced pressure
to give an extract with a relative density of 1.35. Vacuum-dried is performed
at 70°C to obtain a dry extract, which is pulverized and screened through
25 80-mesh sieve. Lactose is added into the screened dry powder to prepare
into capsules.

Example 16
Identical formulation with that of the Example 13 is provided.

The composition is prepared by the following method:

30 Extracting twice by reflux the Radix Scutellariae with water of 10 times the
weight of the Radix Scutellarige for 1 hour per time; combining the extract
liquid, adjusting pH value with concentrated hydrochloride acid to 1.5-2.0;

the extract liquid is kept at 75°C for 1 hour, standing still, filtering, washing
17



Exanple 16 ldentical formulation with that of the Exanple 13 is

provi ded. The conposition is prepared by the follow ng nethod: 30

Extracting twice by reflux the Radix Scutellariae with water of 10

times the weight of the Radix Scutellariae for 1 hour per tineg;

conbining the extract |iquid, adjusting pH value with concentrated

hydrochl oride acid to 1.5-2.0; the extract liquid is kept at 75C for

1 hour,,standing still, filterin washi n 7 the sedinents wt .
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Focon, el 00l e B E0RLAL R g e Seps
crude Deglactess E%ﬁSHaFW%@ B'fi‘rp?&ﬁsux with water of 10
20 Example 17 '
Formulation: 1200g of Radix Trichosanthis, 900g of Radix Bupleuri, 450g of
Fructus Aurantii Immaturus, 180g of Radix et Rhizoma Rhei, 360g of Rhizoma
Pinelliae, 450g of Radix Scutellariae, 360g of Rhizoma Coptidis, 450g of Radix
Paeoniae Alba, 600g of Fructus Mume and 450g of Fructus Crataegi.

25 The composition is prepared by the following method:

The above ten crude drugs are extracted twice by reflux with water of 10
times the weight of the crude drugs, 1.5 hour per time. The extract liquid is
filtered, concentrated under reduced pressure into a concentrated extract
liquid with the final volume (L) to the initial weight of the crude drugs (kg) in

30 ratio of 1:1, anhydrous ethanol is added to make the content of ethanol to 75%.
Obtained extract liquid is filtered and concentrated under reduced pressure
into a dense extract.

Example 18

18



times the weight of the crude drugs, 1.5 hour per tine. The extract
liquid is filtered, concentrated under reduced pressure into a
concentrated extract Iliquid with the final volunme (L) to the initia
wei ght of the crude drugs (kg) in 30 ratio of 1:1, anhydrous ethanol
i s added to nmake the content of ethanol to 75% Obtai ned extract
liquid is filtered and concentrated under reduced pressure into a
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macr o- mrea&@r@ds‘m@tdemer@stmch n a speed of 6 tinmes the colum vol une
per hour. After washing with water of 6 tinmes the colum vol une, the

el uat e DRmpleilQcar ded. Then, the washing is conducted again with 95%

et hanol of 5 _tinmes _the colym vol une, and the ethanol eluate is
conbi nédentigal formwdatiog with that of the Example 17 is provided.

The composition is prepared by the following method:

20 The above ten crude drugs are extracted twice by reflux with water, adding
54kg water in each one-hour extraction; cooling down the extract liquid,
filtering and combining. The combined filtrate is loaded onto 1.8kg of AB-8
type macro-porous adsorption resin in a speed of 6 times the column volume
per hour. After washing with water of 6 times the column volume, the eluate

25 is discarded. Then, the washing is conducted again with 95% ethanol of 5
times the column volume, and the ethanol eluate is combined. The ethanol is
recovered from the combined ethanol eluate at 70°C under reduced pressure
to give an extract with a relative density of 1.25. Vacuum-dried is performed
at 90°C to obtain a dry extract, which is pulverized and screened through

30 80-mesh sieve. Lactose is added into the screened dry powder to prepare
into capsules.

Example 20

Identical formulation with that of the Example 17 is provided.
19



recovered fromthe conbined ethanol eluate at 70C under reduced
pressure to give an extract with a relative density of 1.25.
Vacuumdried is performed at 90C to obtain a dry extract, which is
pul veri zed and screened through 30 80-nesh sieve. Lactose is added
into the screened dry powder to prepare into capsules. Exanple 20
Identical fornulation with that of the Exanple 17 is provided. 19
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20 ethanol content to 70%, standing still, filtering, recovering ethanol to give an

extract with a relative density of 1.35, drying, pulverizing the obtained dry
extract and screening through 80-mesh sieve.

Combining well the dry powder of extract obtained in the above three steps,
adding lactose to prepare into capsules.

25 Example 21

Formulation: 833g of Radix Trichosanthis, 667g of Radix Bupleuri, 500g of
Fructus Aurantii Immaturus, 167g of Radix et Rhizoma Rhei, 333g of Rhizoma
Pinellige, 500g of Radix Scutellariae, 333g of Rhizoma Coptidis, 500g of Radix
Paeoniae Alba, 833g of Fructus Mume and 500g of Fructus Crataegi.

30 The composition is prepared by the following method:

The above ten crude drugs are extracted twice by reflux with water of 10
times the weight of the crude drugs, 1.5 hour per time. The extract liquid is
filtered, concentrated under reduced pressure into a concentrated extract

20



Fructus Aurantii Immaturus, 167g of Radi x et Rhizoma Rhei, 333g of

Rhi zoma Pinelliae, 500g of Radix Scutellariae, 333g of Rhizonma
Coptidis, 500g of Radi x Paeoniae Al ba, 833g of Fructus Mine and 500g
of Fructus Crataegi. 30 The conposition is prepared by the foll ow ng
met hod: The above ten crude drugs are extracted twice by reflux with
water of 10 tines the weight of the crude drugs, 1.5 hour per tine.
The extract liquidis filtered, concentrated under reduced pressure

into aliguiskmithithe femak woturmeo(LL)i tuile imitial vheghitrefl theotmde (irpgsdkg) in
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i nto aintnsedense extrachs. Exanpl e 22 Identical forrmulation with that of
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make the content of ethanol to 70%, filtering for further use.

20 Combining the above extract liquid, and concentrating under reduced
pressure into a dense extract.

Example 23
Identical formulation with that of the Example 21 is provided.

The composition is prepared by the following method:

25 The above ten crude drugs are extracted twice by reflux with water, adding
51.7kg water in each one-hour extraction; cooling down the extract liquid,
filtering and combining. The combined filtrate is loaded onto 2.6kg of AB-8
type macro-porous adsorption resin in a speed of 5 times the column volume
per hour. After washing with water of 5 times the column volume, the eluate

30 is discarded. Then, the washing is conducted again with 90% ethanol of 3
times the column .Volume, and the ethanol eluate is combined. The ethanol is
recovered from the combined ethanol eluate at 70°C under reduced pressure

to give an extract with a relative density of 1.30. Vacuum-dried is performed
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filtering and conbi ning. The conbined filtrate is | oaded onto 2. 6kg

of AB-8 type macro-porous adsorption resin in a speed of 5 tines the
colum vol une per hour. After washing wwth water of 5 tines the

colum volune, the eluate 30 is discarded. Then, the washing is
conducted again with 90% et hanol of 3 tinmes the colum vol une, and

the ethanol eluate is conbl ned. The ethanol is recovered fromthe

conbi ne nol uate 70C under .r.educed pressure gi ve
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screen 0 prepare I nt ncentrated pills. Exanple 24 5

| dent i q@&aﬁl@g@@t ion with that of the Exanple 21 is provided. The
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col d cergiddtaf Ryghinsaivellafizbt eri ng, washing the sedinments with water
until the pH val ue becones 5-6, drying, pulverizing the obtained dry

ext r actEx2PactidgsisvRenbyarefhnould I&@tzth§ ﬁdﬁ Watlg 7685 tdthafsl roﬁfCIO ®fmes
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1 hour ligandy ifplteringe reeaperiag eshaneliuntil qm ﬂawer@fne naltean betsmelled,
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Lo 70% 4% i ﬁf’# fiy 5@?“%“ U3 %&SEF%E& Bl water
ext r actunfik ea laalgeberories\d-6f drysag, pryverjzing theobtasged nbry extract
obtai n@tdlsgreening through 80-mesh sieve to give the extract of Rhizoma Coptidis.

Extracting twice by reflux the other eight crude drugs with water of 10 times

the weight of the eight crude drugs for 1 hour per time; the combined extract

- liquid is concentrated into a concentrated extract liquid with a relative

density of 1.05, cooling down, followed by adding 95% ethanol to make the

25 ethanol content to 70%, standing still, filtering, recovering ethanol to give an

extract with a relative density of 1.30, drying, pulverizing the obtained dry
extract and screening through 80-mesh sieve.

Combining well the dry powder of extract obtained in the above three steps,
adding microcrystalline cellulose to prepare into concentrated pills.

30 Example 25

Formulation: 500g of Radix Trichosanthis, 750g of Radix Bupleuri, 500g of
Fructus Aurantii Immaturus, 250g of Radix et Rhizoma Rhei, 500g of Rhizoma
Pinelliae, 500g of Radix Scutellariae, 500g of Rhizoma Coptidis, 500g of Radix
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extract and screening through 80-nmesh sieve. Conbining well the dry
powder of extract obtained in the above three steps, adding

m crocrystalline cellulose to prepare into concentrated pills. 30
Exanpl e 25 Formul ati on: 500g of Radix Trichosanthis, 750g of Radix
Bupl euri, 500g of Fructus Aurantii |mmaturus, 250g of Radix et

Rhi zoma Rhei, 500g of Rhizoma Pinelliae, 500g of Radix Scutellariae,
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Rhl o] disy d| S) are extracted twice by reflux with 80% et hanol
16 rrgx 2% ght of the crude drugs for 1.5 hour per time to
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(1) is filtered for further use. Addin X Tric osant Fruct us

Mime, Rh&esiposieidn ?ﬁg?é‘p"aﬁdlﬁgbtﬁe fOlRjwagE nhefipd:he dr ug resi due,

the extraction-by-refl i's perfornmed twice 20 with water of 10
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extraciandding Radix Trichosanthis, Fructus Mume, Rhizoma Pinellize and Fructus
Crataegi into the drug residue, the extraction-by-reflux is performed twice
20 with water of 10 times the total weight of the four crude drugs and the drug
residue for 1.5 hour per time to give extract liquid (2). The extract liquid (2) is
concentrated into a concentrated extract liquid with the final volume (L) to the
initial weight of the crude drugs (kg) in ratio of 1:1. 95% ethanol is added to
make the content of ethanol to 70%, filtering for further use.

25 Combining the above extract liquid, and concentrating under reduced
pressure into a dense extract.

Example 27
Identical formulation with that of the Example 25 is provided.
The composition is prepared by the following method:

30 The above ten crude drugs are extracted twice by reflux with water, adding
50kg water in each one-hour extraction; cooling down the extract liquid,

filtering and combining. The combined filtrate is loaded onto 2.5kg of AB-8
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Exanpl e 27 ldentical formulation with that of the Exanple 25 is

provi ded. The conposition is prepared by the follow ng nethod: 30
The above ten crude drugs are extracted twice by reflux with water,
addi ng 50kg water in each one-hour extraction; cooling down the
extract liquid, filtering and conmbining. The conbined filtrate is

| oaded onto 2.5kg of AB-8 23 type macr o- porous adsorption resin in a
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1.5-2.0; the extract liquid is kept at 85C for 1 hour, standing

still, JHenhtRrfalfornwdatiorowithehaedf ROExathple %E@Eréﬂidédt he pH
value becones 5-6, drying, pulverizing the obtained dry extract and
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20 Extracting twice by reflux the Rhizoma Coptidis with 85% ethanol of 10 times
the weight of the Rhizoma Coptidis for 2 hours per time; combining the extract
liquid, filtering, recovering ethanol until no flavor of ethanol can be smelled,
adjusting the pH value with concentrated hydrochloride acid to 1-2, storing
under a cold condition overnight, filtering, washing the sediments with water

25 until the pH value becomes 5-6, drying, pulverizing the obtained dry extract
and screening through 80-mesh sieve to give the extract of Rhizoma Coptidis.

Extracting twice by reflux the other eight crude drugs with water of 10 times
the weight of the eight crude drugs for 1 hour per time; the combined extract
liquid is concentrated into a concentrated extract liquid with a relative

30 density of 1.05, cooling down, followed by adding 95% ethanol to make the
ethanol content to 70%, standing still, filtering, recovering ethanol to give an
extract with a relative density of 1.25, drying, pulverizing the obtained dry
extract and screening through 80-mesh sieve.

Combining well the dry powder of extract obtained in the above three steps,
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t he wei ght of the eight crude drugs for 1 hour per time; the conbined
extract liquid is concentrated into a concentrated extract liquid
with a relative 30 density of 1.05, cooling down, followed by adding
95% et hanol to make the ethanol content to 70% standing still,
filtering, recovering ethanol to give an extract with a relative
density of 1.25, drying, pulverizing the obtained dry extract and
screeni ng through 80-nmesh sieve. Conbining well the dry powder of

ext r actaddbirgt desttin tbl*prm‘ﬂtbrtgble&g_eps, 24 adding dextrin to
prepare i n?ggtabl ets.  Exanmple 29 Formul ation: 1200g of Radi x
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concentllae edneposititin s préplamd bytthe follevingmethdd:) to the initial

wei ght of the crude drugs (kg) in ratio of 1:1, 90% et hanol is added
to makdhdabwre ¢en ofu rémrgs e 6BYracteol divieel lx trefletx Widghi water of 10
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extract., IS anpl 0,ldentica r ation with that o
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Couctpraitvonty) St [l G ha (Bond o atang to 68%
w0 n_ssabkiRsRorxBRct St s MEred shd tnceiurarmamdery sedieed prossure
hour pentoiandense gkiracthe extract liquid (1) and the drug residue.
The extract | i%ui d (1) is filtered for further use. Addi ng Radi x
Trilchodaamipde 36r uct us Mune, Rhi zoma Pinel liae and Fructus Crat aegi
into the drug residue, the extraction-by-ref|lux is perforned tw ce
25 wi t Hdgatical dermutlatiopswiithe that of the Example 294s psovidedde drugs
and the_drug residue for 1. SEQjotJ)r %er ti' me. to give C(fxtract l'iquid
(2). TH@LOmpesitiauiprenas y the following method:
The following six crude drugs (Radix Bupleuri, Radix Paeoniae Alba, Fructus
Aurantii Immaturus, Radix et Rhizoma Rhei, Radix Scutellarice and Rhizoma
20  Coptidis) are extracted twice by reflux with 85% ethanol of 10 times the weight
of the crude drugs for 1.5 hour per time to give the extract liquid (1) and the

drug residue. The extract liquid (1) is filtered for further use.

Adding Radix Trichosanthis, Fructus Mume, Rhizoma Pinelliae and Fructus
Crataegi into the drug residue, the extraction-by-reflux is performed twice

25 with water of 10 times the total weight of the four crude drugs and the drug
residue for 1.5 hour per time to give extract liquid (2). The extract liquid (2) is
concentrated into a concentrated extract liquid with the final volume (L) to the
initial weight of the crude drugs (kg) in ratio of 1:1. 90% ethanol is added to
make the content of ethanol to 68%, filtering for further use.

30 Combining the above extract liquid, and concentrating under reduced
pressure into a dense extract.

Example 31
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concentrated into a concentrated extract liquid with the final vol une
(L) to the initial weight of the crude drugs (kg) in ratio of 1:1.
90% et hanol is added to make the content of ethanol to 68%
filtering for further use. 30 Conbining the above extract |iquid, and
concentrating under reduced pressure into a dense extract. Exanple
31 25 Identical forrrul ation with that of the Exanple 29 is provided.
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filterin washing the sedinments with water until the pH vaI ue
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screening through 80-nesh sieve to give the extract of Radix

Scut el [Tdenaal 26rintilaéion wdth theeobyhé Eﬂam%h 2o RpipreTRdé@Ptidis with
75% et hanol of 10 tinmes the weight of the I zoma Copt|d| s for 2

hours [ldie tomepositiv iv peepireedbyridet following méthddri ng, recovering
et hanol until no flavor of ethanol can be snelled,

Extracting twice by reflux the Radix Scutellariae with water of 10 times the
weight of the Radix Scutellarige for 1 hour per time; combining the extract

20 liquid, adjusting pH value with concentrated hydrochloride acid to 1.5-2.0;
the extract liquid is kept at 75°C for 1 hour, standing still, filtering, washing
the sediments with water until the pH value becomes 5-6, drying, pulverizing
the obtained dry extract and screening through 80-mesh sieve to give the
extract of Radix Scutellariae.

25 Extracting twice by reflux the Rhizoma Coptidis with 75% ethanol of 10 times
the weight of the Rhizoma Coptidis for 2 hours per time; combining the extract
liquid, filtering, recovering ethanol until no flavor of ethanol can be smelled,
adjusting the pH value with concentrated hydrochloride acid to 1-2, storing
under a cold condition overnight, filtering, washing the sediments with water

30 until the pH value becomes 5-6, drying, pulverizing the obtained dry extract
and screening through 80-mesh sieve to give the extract of Rhizoma Coptidis.

Extracting twice by reflux the other eight crude drugs with water of 10 times
the weight of the eight crude drugs for 1 hour per time; the combined extract
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adjusting the pH value with concentrated hydrochloride acid to 1-2,
storing wunder a cold condition overnight, filtering, washing the
sedinments with water 30 until the pH value becones 5-6, drying,

pul veri zing the obtained dry extract and screening through 80-nesh
sieve to give the extract of Rhizoma Coptidis. Extracting tw ce by
reflux the other eight crude drugs with water of 10 times the weight
of the eight crude drugs for 1 hour per tine; the conbi ned extract 26
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Obtained extract liquid is filtered and concentrated under reduced pressure

20 into a dense extract.

Example 34
Identical formulation with that of the Example 33 is provided.

The composition is prepared by the following method:

The following six crude drugs (Radix Bupleuri, Radix Paeoniae Alba, Fructus

25  Aurantii Immaturus, Radix et Rhizoma Rhei, Radix Scutellariae and Rhizoma
Coptidis) are extracted twice by reflux with 90% ethanol of 10 times the weight
of the crude drugs for 1.5 hour per time to give the extract liquid (1) and the
drug residue. The extract liquid (1) is filtered for further use.

Adding Radix Trichosanthis, Fructus Mume, Rhizoma Pinellise and Fructus
30  Crataegi into the drug residue, the extraction-by-reflux is performed twice
with water of 10 times the total weight of the four crude drugs and the drug
residue for 1.5 hour per time to give extract liquid (2). The extract liquid (2) is

concentrated into a concentrated extract liquid with the final volume (L) to the
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drug residue. The extract liquid (1) is filtered for further use.
Addi ng Radi x Trichosanthis, Fructus Mine, Rhizoma Pinelliae and
Fructus 30 Crataegi into the drug residue, the extraction-by-reflux
is perforned twice with water of 10 tinmes the total weight of the
four crude drugs and the drug residue for 1.5 hour per tinme to give
extract liquid (2). The extract liquid (2) is concentrated |nto a
concentrated extract liquid with the fjnal volune
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cool i ng down the extract liquid, io filtering
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20 Example 36
Identical formulation with that of the Example 33 is provided.

The composition is prepared by the following method:

Extracting twice by reflux the Radix Scutellariae with water of 10 times the
weight of the Radix Scutellariae for 1 hour per time; combining the extract

25 liquid, adjusting pH value with concentrated hydrochloride acid to 1.5-2.0;
the extract liquid is kept at 80°C for 1 hour, standing still, filtering, washing
the sediments with water until the pH value becomes 5-6, drying, pulverizing
the obtained dry extract and screening through 80-mesh sieve to give the
extract of Radix Scutellarige.

30 Extracting twice by reflux the Rhizoma Coptidis with 80% ethanol of 10 times
the weight of the Rhizoma Coptidis for 2 hours per time; combining the extract
liquid, filtering, recovering ethanol until no flavor of ethanol can be smelled,

adjusting the pH value with concentrated hydrochloride acid to 1-2, storing
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the obtained dry extract and screening through 80-nesh sieve to give
the extract of Radix Scutellariae. 30 Extracting twce by reflux the
Rhi zoma Coptidis wth 80% et hanol of 10 tines the weight of the
Rhi zoma Coptidis for 2 hours per tine; conbining the extract |iquid,
filtering, recovering ethanol until no flavor of ethanol can be
snel l ed, adjusting the pH value w th concentrated hydrochloride acid
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was pu ‘B?ﬁ’ mppﬁr@wﬁ EAPSUES- Reagent No. 1 Factory with
bat ch nber. of 011121l ?te (Na3C6H507. 2H20) was purchased
from TiEHEHAER =82 PLFactory with batch nunmber of

0112109. Rg?forgjn (250ng/tab| et) was purchased fromTianjin Pacific
Ccean 1P tical Co., Ltd. with batch nunber of 040121. 25

f edpectistr P mrleaPaiHRahF 2ol SrERHRE 2802808 51 0od ol ucose
net er (zgjr\eea‘l'g%q_&tg’ g}ﬁég)an‘ﬁ?ﬁpﬁ'é'iﬁgﬁsed fromLifescan

Streptozotocin (STZ) was purchased from Sigma (USA) with batch number of
024K1211.

Agte

Anhydrous citric acid (CsHgO7-H20) was purchased from Tianjin Chemical
20 Reagent No. 1 Factory with batch number of 011121.

Sodium citrate (NazCsHs07-2H,0) was purchased from Tianjin Chemical
Reagent No. 1 Factory with batch number of 011219.

Metformin (250mg/tablet) was purchased from Tianjin Pacific Ocean
Pharmaceutical Co., Ltd. with batch number of 040121.

25 Tested drugs (TL-1, TL-2 and TL-3) were powder of the extract respectively
prepared by Examples 3, 8 and 9.

Stable blood glucose meter (One-Touch Ultra) was purchased from Lifescan
Inc. (USA) with certificate number of 20032400735.

3. Preparation of model animals

30 SD rats were fasted overnight after one-week adaptation, intraperitoneal and
injected a solution of 2% (W/V) STZ prepared with 0.lmmol/L citric acid
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Inc. (USA) with certificate nunber of 20032400735. 3. Preparation of
nodel animals 30 SD rats were fasted overni ght after one-week
adaptation, intraperitoneal and injected a solution of 2% (WYV) STZ
prepared with O0.1mmol/L citric acid 29 buffer solution (pH 4.4)
(65ng/ kg). Three days later, the blood was sanpled fromtail vein to
assay bl ood glucose. Those animals wth bl ood gl ucose | evel equal to
or higher than 16.7 mol /L were considered to be successful nodel.
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(ol / By Statisticg)

Results were expressed as mean+SD (X +SD), and t-test was used to evaluate
the significant difference of measurement data between two groups.

6. Results

20 As shown in Table 1, seven and fourteen days after administration, it is
indicated that blood glucose level of STZ high-blood-glucose rats decreased
significantly (P<0.01) in the different treatment groups at the dose of
15.5g/kg.

Table 1 Comparison and change in the blood glucose level among groups
25 (XxSD n=10)

Dosage Blood glucose level blood glucose level, Blood glucose level,
before 7 days after 14  days  after
administration administration administration

(mmol/1 (mmol/1) (mmol/1)
Control group — 5.99+0.202 6.0610.165 6.01+0.223
Model group - 21.47+2.351" 22.35+1.707* 22.33+1.614"
Metformin group 125mg/kg 21.61+2.066* 18.64+0.783"4 17.54+1.22274
TL-1 15.5g crude drugs/kg 21.48+1.686" 18.13£1.103"4 17.21+1.214°4
TL-2 15.5g crude drugs/kg 21.62+1.734" 17.97+0.687*4 17.04+1.431°4
TL-3 15.5g crude drugs/kg 21.53+1.752 17.3240.625°4 17.02+1.256"A

*Compared with the control group, p<0.01; 4Compared with the model group, p<0.01.
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Control group - 5.990.202 6.060.165 6.010.223 Model group -

21.472.351° 22.351.707" 22.331.614'" Metformin group 125ny/ kg

21.612. 066* 18.640.783'1 17.541.222 TL-1 15.5g crude drugs/ kg

21.81.686" 18.131.103" 17.211.214" TL-2 15.5g crude drugs/ kg

21.621.734* 17.970.6871 17.041.431'1 TL-3 15.5g crude drugs/ kg

21.531. 752* 17.320.625"S 17.021.256'1 *Conpared with the control

group, p<0.01; Conpared with the nodel group, p<0.01. 30 Wat is
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ext ractfoﬂbqwr%]nmdggncent rating under reduced pressure; c. adding
et hanol 1 nto e concentrated extract liquid to make the et hanol

cont entTHO{i95t hidhadldcdid ?ﬁéésﬂﬂqe ?&l@wﬁg;%@ﬁtsr ating the filtrate

under reduced pressure to produce an ext optionally adding

exci pi entprovielinige et reideofdi@P {rfl) adcorelagier G ithi Oche we1 t parts as
phalrma Ii%ae ptabl e dosage form The second nethod r| ses

| e
t he fo oW ngds%{gggg a. providing the crude drugs in accor dance W th
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h vvat%{ | UX, €00 the extra
concentratmg under reduced pressure;

c. adding ethanol into the concentrated extract liquid to make the ethanol
content to 65-75% and filtering;

20  d. concentrating the filtrate under reduced pressure to produce an extract;

e. optionally adding excipient into the extract of step (d) to prepare into
pharmaceutically acceptable dosage form;

The second method comprises the following steps:

a. providing the crude drugs in accordance with weight parts as described
25 above;

b. extracting the crude drugs with water by reflux, cooling down the extract
liquid, filtering and combining to give a filtrate;

c. loading the filtrate onto macro-porous adsorption resin, firstly washing
with water, discarding the eluate, continuing to wash with ethanol having a

30 certain concentration, combining the ethanol eluate and recovering ethanol
under reduced pressure to give an extract;
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liquid, filtering and conbining to give a filtrate; c. |oading the
filtrate onto macro-porous adsorption resin, firstly washing wth

wat er, discarding the eluate, continuing to wash with ethanol having
a 30 certain concentration, conbining the ethanol eluate and '
recovering ethanol wunder reduced pressure to give an extract; 31 d.
optionally adding excipient into the extract of step (c) to prepare

into a ' . : a fQr ' h .
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io 6. addivey the other drugs into the drug residue of step (b),
continuously extracting with water by reflux, concentrating the
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i nto tleoding downfthetexirgat)liquidyfthering and cqmbinagsut i cal |y
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O OO, S, S g e et Lokt T e
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the dry powder of Radix Scutellariae extract; c. extracting the
Rhi zonmdl- cepmnibiningitha fdtradaif sigps €b) and () mmndhcagcentratires ixtoraie extract;
liquid, filtering, recovering ethanol until no flavor of ethanol can
be 155 rr@l-l%ﬁtlomﬁi)fstai nghexghpieat uaitoothe extzadh vhgstepdéd) docprepare into
condi t ipfmrmoaesutighlly docepeablegd oywsdioemt he sediments with water
until the pH val ue %ecomas 5-6, drying to give the dry powder of
Rhi zomd Heofuiithi me¢hodamimprises the following steps:

a. providing the crude drugs in accordance with weight parts as described
above;

20 b. extracting the Radix Scutellariae with water by reflux, combining the extract
liquid, adjusting pH value to 1.5-2.0, keeping temperature, standing still,
filtering, washing the sediments with water until the pH value becomes 5-6,
drying to give the dry powder of Radix Scutellariae extract;

c. extracting the Rhizoma Coptidis with ethanol by reflux, combining the
25 extract liquid, filtering, recovering ethanol until no flavor of ethanol can be
smelled, adjusting the pH value to 1-2, storing under a cold condition
overnight, filtering, washing the sediments with water until the pH value
becomes 5-6, drying to give the dry powder of Rhizoma Coptidis extract;

d. extracting the other drugs with water by reflux, combining the extract

30 liquid, concentrating, cooling down, followed by adding 95% ethanol to make
the ethanol content to 70%, standing still, filtering, recovering ethanol to give
an extract, drying to give the dry powder of extract, and;
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d. extracting the other drugs with water by reflux, conbining the
extract 30 liquid, concentrating, cooling down, followed by adding
95% et hanol to make the ethanol content to 70% standing still,
filtering, recovering ethanol to give an extract, drying to give the
dry powder of extract, and; 32 e. conbining well the dry powder of
extracts obtained in the above three steps, into which excipient is

added t p
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4. The method according to claim 3, characterized in that the weight parts of
the crude drugs are as follows: 10-30 weight parts of Radix Trichosanthis, 10-30
weight parts of Radix Bupleuri, 3-15 weight parts of Fructus Aurantii Immaturus,

25 1-6 weight parts of Radix et Rhizoma Rhei, 1-12 weight parts of Rhizoma Pinelliae,
3-15 weight parts of Radix Scutellarige, 1-12 weight parts of Rhizoma Coptidis,
3-15 weight parts of Radix Paeoniae Alba, 5-20 weight parts of Fructus Mume and
3-15 weight parts of Fructus Crataegi.

30 5. The method according to claim 4, characterized in that the weight parts of
the crude drugs are as follows: 30 weight parts of Radix Trichosanthis, 12 weight
parts of Radix Bupleuri, 9 weight parts of Fructus Aurantii Immaturus, 3 weight
parts of Radix et Rhizoma Rhei, 6 weight parts of Rhizoma Pinelliae, 9 weight parts
of Radix Scutellariae, 6 weight parts of Rhizoma Coptidis, 9 weight parts of Radix
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of Radi x Scutellariae, 6 weight parts of Rhizoma Coptidis, 9 weight
parts of Radix 33 Paeoniae Al ba, 15 weight parts of Fructus Mune and
9 weight parts of Fructus Crataegi, or the weight parts of the crude
drugs are as follows: 15 weight parts of Radix Trichosanthis, 12
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The nethod according to any one of clainms 1-5, characterized in that,
inthe step (c) of the second nethod, the ethanol is recovered under

redjced RS Mefhod according to any one of claims 1-5, characterized in that, in the
step (b) of the second method, the extraction-by-reflux is performed twice with
water of 10 times (%10 fold) the weight of the crude drugs for 1.0 hour per time.

9. The method according to any one of claims 1-5, characterized in that, in the
25 step (c) of the second method, the macro-porous resin is AB-8 type, the weight
ratio of the resin to the crude drugs is 1:1.5-1:3.

10. The method according to any one of claims 1-5, characterized in that, in the
step (c) of the second method, the extract liquid is loaded onto macro-porous
30 adsorption resin in a speed of 4-6 times the column volume per hour; the
amount of the washing water is 4-6 times the column volume; the
concentration of ethanol for washing is 80-95%, preferably 90%; the volume of

ethanol for washing is 2-5 times the column volume.
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at a tenperature of 60-80C, and after recovering ethanol, the extract
obtained 5 has a relative density of 1.25-1.35. 12. The net hod
according to claim1ll, wherein the extract obtained has a relative
density of 1.30. io 13. The nethod according to any one of clains
1-5, characterized in that, in the step (b) of the third nethod, the
extraction-by-reflux is performed twce wth ethanol of 10 tines the
crude drugs weight of the step (b) for 1.5 hour per tine; the
concentration of ethanol is 75-90% preferably 80% 15 14. The net hod
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70-85% preferably 75% 5 18. The net hod according to any one of
clainms 1-5, characterized in that, in the step (b) and step (c) of
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into a concentrated extract liquid with the final volume (L) to the initial weight

20  of the crude drugs (kg) in ratio of 1:1.

15. The method according to any one of claims 1-5, characterized in that, in the

step (c) of the third method, the concentration of the added ethanol is 90-100%,

preferably 95%; after adding ethanol, the concentrated extract liquid contains
25 70% ethanol.

16. The method according to any one of claims 1-5, characterized in that, in the

step (b) of the forth method, the extraction-by-reflux is performed twice with

water of 10 times the weight of the Radix Scutellariae for 1 hour per time; the
30 extract liquid is kept at 75-85°C, preferably at 80°C.
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time; the conbined extract liquid is concentrated into a concentrated
extract liquid with a relative density of 1.03-1.07, preferably
1.05; after adding ethanol, |Is recovering ethanol to give an extract
with a relative density of 1.25-1.35, preferably 1.30. 20. A
pharmaceutical conposition prepared by the nmethod according to any
one of clains 1-19. 20 21. The pharnmaceutical conposition according

to clai ' ' Qnposi i op i s made i nto, any

e e B BPLS66ble BATRRCLS Shabdcbid B e
step (c) of the forth method,the extraction-by-reflux is performed twice with
ethanol of 10 times the weight of the Rhizoma Coptidis for 2 hours per time; the
concentration of ethanol is 70-85%, preferably 75%.

18. The method according to any one of claims 1-5, characterized in that, in the
step (b) and step (c) of the forth method, the pH is adjusted by concentrated
hydrochloride acid.

10 19. The method according to any one of claims 1-5, characterized in that, in the
step (d) of the forth method, the extraction-by-reflux is performed twice with
water of 10 times the weight of the crude drugs of the step (d) for 1 hour per
time; the combined extract liquid is concentrated into a concentrated extract
liquid with a relative density of 1.03-1.07, preferably 1.05; after adding ethanol,

15 recovering ethanol to give an extract with a relative density of 1.25-1.35,
preferably 1.30.

20. A pharmaceutical composition prepared by the method according to any
one of claims 1-19.

20

21. The pharmaceutical composition according to claim 20, wherein the
pharmaceutical composition is made into any pharmaceutically acceptable
dosage form.
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