A MEDICINAL COMPOSITION FOR THE TREATMENT OF BRONCHITIS AND PREPARATION
THEREOF Technical Field of the Invention 5The invention belongs to the field of Traditional Chinese
medicine, in particular to a pharmaceutical composition for treatment of bronchitis and preparation
methods thereof. Background of the Invention 10Bronchitis is an inflammation in the mucous
membrane of trachea and bronchi due to bacterial and viral infections, or stimulations by physical and
chemical factois DIgpally, QOMPOSITION acieR ed HE CAURIBATRNE SITraieh, BERGMOMITME aAdDr
pain, panting, and the accompanying common symptoms of the cold. According to the period lasted,
bronchitisESEIMRRANHN B rite Pk two categories: the acute tracheobronchitis and the 15 chronic
bronchitis. The chronic bronchitis is a bronchitis that generally lasts for more than two months and
attacks in two consecutive years, or lasts for three consecutive months within one year, and that
causes infra@ratian BRI ¢TaHe TfVehisls and peripheral tissues thereof. Most patients are adults,
and are often attacked in spring and winter The bronchitis belongs to the categories of the "cough”,
"phlegm-fluid ré@teatiomVe'astm & Reygsirameth etctigldhefratifaaliab Chin €xel nesdicinee dicClepnin
bronchitis refers to chronic, non-specific inflammation on the mucosa of trachea and bronchi as well as
the peripHe?aligedabs e o oP AN RE HEERZLATHRBAINAA cBRIGHreRE@biattin BFanaitdisic 8dgrse
accompani?g vglilgh tpgrptm% E%% ée%eeartggfonset. If the disease develops slowly, it is often complicated
by obstrualveopu?monary é emphysema, even pulmonary hypertension or pulmonary heart disease.
According to the statistics of partial general investigation in 1973 in China, the prevalence of chronic
bronchitis was about 3.82%, and increased with age and was up to about 15% in the persons of above
50 years @ackdrouhchofd e hnvientioiistics of partial general investigation in 1992 in China that the
prevalence of chronic bronchitis was 3.2%. The cause for chronic bronchitis is considerably

complex. In adeffBRMEISSAR LGTHRRHRAShRENT LRRLRCTERINGES ShiERfE AN REanafy due

comffiex. In i i geef .
pocly e e e e e e e PP

that may lgag maimpethaecinbieaf PAERygh BeHCIORINES, Sudktdiaikine sesBensemdiainyantpiguch
personis more sensitive than ordinary ones. Therefore, a weak stimulus that has no effect on ordinary
persons nddhgsacsnitpanEng SeaBMaT Sitnetameceédbe epsbchamniding tecthsiapesipd dasiedsuch
as cough, expegtaration, panting, etc. At present, treatment based on the western medicine mainl
foruses o RELRTTHY e CIASE HRED LT GG FEARGOIRE AT S G AR TS O B A e
adjusting dysfunctivarRHhe ineinal Bsom AlGHENIU IS ARRiRS YR PHBRE AN SBLRIAb ARYSHMAY
patients often experience relieving of pyrexia, aversion to cold, and stiCky yellow phlegm. However,
symptomswoah@sticougin attpekioiratinn aotsEnitivg gieans! alltasidcidr antbtheamaomivelmoatts
significantly increased. Additionally, the long-term 15 and massive application of the broad-spectrum
antibioticsViHBnasIAaYeAWRRG e cericaasilammationHen dauseusrnesmREhfIRERfiEyeral
infection. Egeure are ipvefsli{ﬁationg,,“séi?1 W that a t[tea%npl%nt rof C roné1 tb(r: ng'nlirtlis V\{:lth trandétivt\)”n I&:QJHese
medicine N gp%%pﬁa?g proﬁg}tpons Atartreraht s?&ges ig 8p?irtﬁé"| I ?esﬁ ct tg%fﬁga%y Aok cOnor%y.
20The tregigeeniné teIgisgass hAs Rersg Avd @In%@SQ%MT@W‘!&‘EJIHF@@%fﬁbiaeﬁétéﬁ%i‘?’[‘@asthma
Continuous exploration has been lasting over generations of physicians on principles, methods,
preszoiptic@ysdrairar( g dointteat ineaitiohabd Gdtinep ¢ratititiciaeChinese medicine. A treatment of
traditional Chinese medicineemphasizes the principle of treating the incidental and fundamental

simultaneoushy> IPRifroReNE bR ARG RIS Iane 8 e alliBrRGe e iIRTR A aliear Hh St A0S ARA:
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stasis, anththe stfgeexbaersiadben&f Ragheesic AwirdakebdidprmieewBROpahhN PRI At
investigations that the treatment of the chronic bronchitis with the traditional Chinese medicine
embodiesongtius dffectiseast de\tlepkiriovdugh, iresitthgpnidinalad ieyinhsigspiea patmonary

anti-inflammatjon. It has been demonstrated in the clinical investigation that the treatment, with
adibnal ISR BT AT AR TS G AT D R SRS Ex BSERRIGHo the

dyspnea andhie-Uke; WaEa o %W%\ﬁé%‘f@éﬁorﬁ"’}ﬁti?§§ '“iﬁofﬁﬁﬂé?%éwgi‘ébﬁjm%@ aadisige-

Since most of patients can enter into the remission stage of chronic bronchitls during the treatment,

frequencyopbaphiicaties adsuitbRBessnandenedaced, adtithaythanatieatsugonstibtan tathbie the
strengthened, and intervals between acute onsets can be prolonged, and thereby the patient's quality
of life canRRISAIPFoQEALOVE 50 years old. It is indicated from the statistics of partial general

investigation in 1992 in China that the prevalence of chronic bronchitis was 3.2%.
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10Therefore, there is still a need in developing novel traditional Chinese medicine for treating the
bronchitis, particularly the chronic bronchitis. Summary of the Invention To meet the above-described
need, the present invention provides a pharmaceutical 15 composition for treating bronchitis and the
preparation methods for the same. The pharmaceutical composition of the present invention is made
from the medicinal materials in the following parts by weight: CITRI RETICULATAEPINELLIAE

RHIZOMAASTHTI odd8&1¥r chFanrt A Adhitik @ScBhdtdie AR iy cdine X. 36 Hedifidmtdl 743 fs Sich
15694- 156 PORIA 94- 156ATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS

MACROCEPIGRAVINFMEAR NN 1 JBRticso RMKINMA OF - 1666 1P Isaserat NRiaFioas) | are
SEMENCINNAMOMI RAMULUSSCUTELLARIAE RADIX 78-13078 - 13046 - 7894 - 1 ,
FORSYTIIAE FAM IR HOUIRF A IAR AN o Ly Bapdey fIleaizel 5105, o dRdisee
RHIZOMArRdrn&Btactors (Bletaintimabens LaHhaBRmenits Badiciae! BlRiRiRiRm GRatstiasie
Chinese 20Pharmacopoeia, Jan., 2010.) Preferably, the pharmaceutical composition of the present
invension rsemvade thiatnrlathdeae dicirtajpedianctis nintpeofolbanasy mpethbliovemive CIEREN that the

RETICULATAEPINELLIAE RHIZOMA 156 ASTERIS RADIX ETFARFARAE FLOS 156
PERICARBRPONSSRH IZOKAX 04 FUSRIRSIANTIRAOTE BOTHENRMEN NAREGERENPERRIONE 2

T A T S AT A A ST AR SN AR LN o
bronchi, increase of secretion, and develop symptoms such as cough, expectoration,
panting, etc. At present, treatment based on the western medicine mainly focuses on

10  controling infection, dispelling phlegm and checking cought, while it is not effective in
adjusting dysfunction of the internal factors. After enduring the acute phase for several
days, many patients often experience relieving of pyrexia, aversion to cold, and sticky
yellow phlegm. However, symptoms such as cough, expectoration and panting are not
alleviated, and the sputum volume is significantly increased. Additionally, the long-term

15 and massive application of the broad-spectrum antibiotics in combination with
glucocorticoids is also a further cause for nosocomial secondary infection. There are
investigations show that a treatment of chronic bronchitis with traditional Chinese
medicine in appropriate proportions at different stages is optimal in respect to efficacy
and economy.

20 The treatment of the disease has been a quit long history in traditional Chinese
medicine. Continuous exploration has been lasting over generations of physicians on
principles, methods, prescriptions and drugs for treatment of cough by traditional
Chinese medicine. A treatment of traditional Chinese medicineemphasizes the principle
of treating the incidental and fundamental simultaneously. Syndrome differentiation and

25 treatment are performed at different stages which may be classified according to the
development of the disease to such as the stage of exopathogen attacking the lung, the
stage of turbid phlegm obstructing the lung, the stage of gi stagnation and blood stasis,
and the stage of domination of pathogen over vital-gi. It has been shown by

pharmacological investigations that the treatment of the chronic bronchitis with the
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FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 156391RADIX ET
RHIZOMA 31. More preferably, the pharmaceutical composition of the present invention is made
from the medicinal materials in the following parts by weight: CITRI RETICULATAEPINELLIAE
RHIZOMA 94 ASTERIS RADIX ETFARFARAE FLOS 94 PERICARPIUM 156RHIZOMA 156 PORIA
156ATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS 78 MACROCEPHALAEAMARUM

130 RHIZEAGRiOAab I IOASs & EMENCTR RevhibbiisS it olys/ SHOMAMKIMH as checking cough,
RAMULUSSCUTELLARIAE RADIX 78156 FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand

GLYCYRRI$ZHFDRPIESRA DEREF NRAVZONEA, 531d apidnHamivagtiane Bdiapdseondsinanstisigd ffom
the medicjpal materials in the followi arts by weight: CITRI RETICULATAEPINELLIAE RHIZOMA
155 Ao ToRRS WRGA RGBT Qe SR ARE LN B Ta, GNIACESS PiBiERe can
125ATRAg; r‘ﬁha@al%@@h\éﬁé\' %ME&P&S%E@E 6@54:%%&94 BLSPHALREAMMRUM
104 RHIZOWA 125 SINAPIS SEMEN 104RAPHANT SEMEN 104CINNANMOM]

RAMULUBSC W L AR B EcRABEHGR] B CeDipENIdH AfitR RRCTVOS 0 HETIE AT e RBAstnof

GLYCYRRHIZAE 125313RADIX ET RHIZOMA 42.  Alternatively, the composition can be made
from the rREHRMEIGARIENAES iINRdR8IIBRISSIRIS BPd S RITeMERPRESHIS durngRheEirepiment,

RHIZOM ASTERIS RADIX ETEAREARAE FLOS 104 PERICARPIU SRHIZOMA 104.PORIA
LaaATRACTHODISA ARRRTAC ! SERRATER AT RE AR S AR ST A
85 can be strengthened, and intervals between acute onsets can be prolonged, and thereby
the patient’s quality of life can be improved.
10 Therefore, there is still a need in developing novel traditional Chinese medicine for

treating the bronchitis, particularly the chronic bronchitis.

Summary of the Invention

To meet the above-described need, the present invention provides a pharmaceutical
15 composition for treating bronchitis and the preparation methods for the same. The
pharmaceutical composition of the present invention is made from the medicinal

materials in the following parts by weight:

CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS

PERICARPIUM 94 - 156 94 - 156 RHIZOMA 94 - 156 94 - 156

PORIA 94 - 156 ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 78 -130 78 - 130

RHIZOMA 94 - 156

SINAPIS SEMEN RAPHANI SEMEN CINNAMOMI RAMULUS SCUTELLARIAE RADIX
78 - 130 78 - 130 46 - 78 94 - 156

FORSYTHIAE FRUCTUS  HOUTTUYNIAE HERBA and GLYCYRRHIZAE
94 - 156 225 - 391 RADIX ET RHIZOMA
31 -53.

(Note: the above Latin names of the medicinal materials are according to Chinese
20  Pharmacopoeia, Jan., 2010.)

Preferably, the pharmaceutical composition of the present invention is made from
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RHIZOMA 148 SINAPIS SEMEN 125RAPHANI SEMEN 128CINNAMOMI RAMULUSSCUTELLARIAE
RADIX 75151 FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 149377RADIX
ET RHIZOMA 49. 5Alternatively, the composition can be made from the medicinal materials in the
following parts by weight: CITRI RETICULATAEPINELLIAE RHIZOMAASTERIS RADIX
ETFARFARAE FLOS 140 PERICARPIUM 147152RHIZOMA 149 PORIA

105ATRAfKE h&H DA RNHEAHAKS AEtd 1 IdWhEdRbak BB §- REighty S 81 MACROCEPHALAEAMARUM

81 RHIZOMA K29 UNAKES SEMIRN| 1 aeRAPBIMN s EMENRIZRAANNAMOMI pARFARAE FLOS 156
RAMULUSSGUTELRABIAE RADIX 74149 FORSYTHIAG FRI/CIUS HOUTTUYNIAE HERBARN
t

GLYCYRRHIZAE 105276RADIX ET RHIZOMA 45. Among the medicinal materials used in the
pharmaceutical composition of the present invention, PINELLIAE RHIZOMA is preferably PINELLIAE
RHIZOMA 20 PRAEPARATUM CURFALLGRITNE, ATRA@WN@%@%M%‘ROCE%%’&W KAZORRA is
preferably RHIZOMA ATRACTYMEIHE MAERDCEPHAVARIYOSTUM CUM MELLE ET FURFURE
(the Latin name is according to StdAdkird ¢$€Chinese Herbal Pieces of Shanxi Province, Feb., 2008),
ARMENIACAE SEMEN AMARUM is preferably ARMENIACAE SEMEN AMARUM TOSTUM (the Latin
name is agpdingEipeRtandard ot phinasettarbaboPiecesaiMhamaiaxdnce seebei2008HE aadix
SCUTELLARIAE RADIX is preferably in form of slices. 45 PINELLIAE RHIZOMA and CITRI
RETICULATAE PERICARPIUM in the pharmaceutical composition of the present invention are
principal 8&5\?@?;%%% AE H%U I &)jmggkngen&jn&\s(&ﬁgarﬂén nature, and enters the
Spleen, Stomac andFLung hannels. Being warm and dry in nature and capable of eliminating
dampness ¥y dryness and resol¥ilg phlegm, and exertﬁ{ﬁyﬁ‘s &fficd&PY0/hward, PINELLIAE
RHIZOMA is the essential herb for resolving phlegm and descending upward adverse flow of gi and

PINELLIAE RH - i ffect I N ib

"heing able to HCLR: the Sy pHTary oL Fe Snee B ol e R SAEH e
relieve astighaiHy imfetchiana atbans Fam&iblowing ptaesdsseidigrtin Yao Xing Lun that it
"disperses;ph|e@Hc JESARNS lupg gl RETGaASEIghaRREt RS IRXIgR e SpleanqsaRd dissipate,

excessiveF;Emg%Hh%wd ﬂ%léness sensation in chest". CIT@,I%%XIQQ&ATAE PERICARPIUM is pungent
and bitter in taste, warmin
PORIA 156 ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS 78
MACROCEPHALAE AMARUM 130
RHIZOMA 94

SINAPIS SEMEN 130 RAPHANI SEMEN 78 CINNAMOMI RAMULUS SCUTELLARIAE RADIX
78 156

FORSYTHIAE FRUCTUS = HOUTTUYNIAE HERBA and GLYCYRRHIZAE
94 225 RADIX ET RHIZOMA 53.

Alternatively, the composition can be made from the medicinal materials in the

following parts by weight:

CITRI RETICULATAE PINELLIAE RHIZOMA 125  ASTERIS RADIX ET FARFARAE FLOS 125
PERICARPIUM 125 RHIZOMA 125
PORIA 125 ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS 104
MACROCEPHALAE AMARUM 104
RHIZOMA 125

SINAPIS SEMEN 104 RAPHANI SEMEN 104 CINNAMOMI RAMULUS SCUTELLARIAE RADIX
62 125

FORSYTHIAE FRUCTUS  HOUTTUYNIAE HERBA and GLYCYRRHIZAE



15 nature, acts as the essential herb for gi system of Lung and Spleen Channels, and serves for
regulating qi, activating spleen, eliminating dampness and resolving phlegm. Since CITRI
RETICULATAE PERICARPIUM is fragrant in flavor and able to move and direct gi downward, it is
good at both of regulating gi and eliminating dampness by dryness, thus resulting in invigoration of
spleen qi,1%nd thereby extirpates $he origin of phlegm .Fl?uD(IaXtoE ZQHCT(ZEI Ialbility of regulating qi, drying
dampness, Tesolving phlegm and aescending upward adverse ﬁow, YBfNELLIAE RHIZOMA and the
CITRI RETICULATAE PERICARPIUM are used together as the principal drugs to act predominantly in
the whole presgiipfotycIASTERISRABROR T BHIEOWAIBARFARAE FLASATRARIEORShe
MACROCEPHALAE RHIZOMA, PORIA, and ARMENIACAE SEMEN AMARUM in the 25
pharmacefglioatingmaesitignatitite:present invention are minister drugs. ASTERIS RADIX ET
RHIZOMAsisanvaemicaDairaiamp in kil dHifs dmiasie anskBas AApang actiopagtgeEts 880d affcts of
resolving phlegrRang relieving cough. It is described ingghepMNong,s Herbal that ASTERIS RADIX ET
RHIZOMA "is mainly for cough with dyspnea and stagnant qi in chest due to cold and heat".
FARFARAE FLOS can moisturize the lung and direct gi downward, relieve cough and resolve phlegm.
It is sumnf&tiZad it Ben Jing Fer{sér Wgﬁ"tﬁ%l?it has fun&m@&cﬁagming tﬁ%l'b%%ﬁ&%%lv?ﬁg
phlegm, checking cough and rel4TiPSSHMNALE ASTERMARADIRSET RHIZOMA and FARFARAE
FLOS are utilized by their mutuaRréiRfdrcerigent and are good drugs for treating chronic cough and 5
protracted dyspnea. Both of them have the properties of "being warm but not dry, damp but not
greasy"”, haingHigrsstinne special inAvasmisgnand Agisturtzing ang fwehesking smughi artheesauing
phlegm, therefore lung qi is moisturized and pulmonary,function of purification;gnd descending is
recovered, thereby phlegm can not be accumulated within the lung. Meanwhile, the warm and damp
propertie nr isadvantag ipjuri in due to excessive drugs
g oL A e o e At TP ACROCEPHALAE
RHIZOMA 1 sweet and bitter in t45te, warm in nature. AR H%Tﬁyé@’w\r‘@plenish gi and invigorating
spleen, as well as eliminating dampness by dryness while inducing diuresis. In Zhen Zhu Nang,

ATRACTYLOD| . C OMAiIt, j ing: .
damssness, be%\lﬁ Méég}/',%ﬁép@%'r%ﬁﬁggwn%n prolén%oﬁ\%gq .ui%ﬂ?ﬁ%ﬁ%h@%%@bﬁ%éPa?ting
spleen, inm@jww@qgwdfé@ﬁgving dampnesg, and thuslspe_cializes in the Fjamp-phlegm cough,
as recordegri R &) ARal Vi SIMVERQRIALBDASINGIe AERGRIS RREARERY for tregting phlegidPQUBIA can

alleviate jon, as the nature of phlegm is water; Eﬂc also alleviating dampness
retentiony\%ﬁgéﬁrﬁg\@eaﬁt of th1e?%ohlegm is 20 dampnléﬁégg he%:%mbination of ATRACTYLODIS

MACROCEPHALAE RHIZOMA and PORIA results in invigorating spleen, eliminating dampness by
dryness, &tisp&ling phlegm, fAGETHE-PiiRIental and At aFtEthe disdade-Ard éded 8
simultaneously, such that damph&$SRCERMhaked and SRRYMs $mvigorated, therby phlegm can not
generate. ARMENIACAE SEMERHEKRIMRUM is bitter in taste, slightly warm in nature, and 25 has
actions of purging with bitter, descending gi, checking cough and relieving dyspnea. After stir-heating
(i.e. ARMEINMMSAEMERMER AMARHIMITE2RE M)s ARNRNMYGCHER SMRIMEEN AMARBIVINRMEORY ks
toxicity ARMENIACAE SEMEN AMARUM is reduced, byt also its function of mgjsturizing bowels to
relieve constipation is reinforced. It is described in Ben Cao Bian Du that: "All of nutlets have the
descending action, while apricot seed specializes in descendin %I which results in dispersing phlegm
and checki Bsggﬁ'ﬁﬁ‘ﬁ %Ucﬂffr?heﬂ%g?s%? ﬁFgWEFr‘Sé inte@the ™ 1Fig 56 Fescribed in Yao Xing Lun that
ARMENIAGAE SEMEN AMARURM"is mainly for cough Wit dySgHé4®Mire: drugs mentioned above
acts together as minister to facilitate the principal drugs to invigorate 5 spleen, eliminate dampness

and descend agdverse ngév Ofﬁif SQ 18 to resolve phlegm, Iiev%cou h a&gd a];thma .ﬁERI(EL@AE
FRUCTUS, RAPIARI SEMERE'SINAPTE SEVRENCEINTAMO M B ARETUS sEYTRITARIAE REDIX,
FORSYTHIAERR Ualahrioand HRIETTIAEN I AdHEchiBA iﬂéh%@@ﬁ@@eum&@_qm@ESitPP{ AgA

present invention are assistant drugs. 10 PERILLAE FRUCTUS is pungent in taste, warm in nature,

and has futté Atz bt AlEde rdiiy Ll BNEnApRAGHH YieDEUB g\MAGHRCOH RisthivisE 1851 BESbibad in

Ri Hua Zi Ben Cao that it can "relieve cmﬁrh moaisturize the heart and lung and eliminate phlegme-q/."
EME%%&,EJnd

RAPHANPSERIERDIS kGNP Ad B Y RIS, MAGRCREHALAR ST ILVidVirhA
Lung channgies Apgsdynions ALdeseansian o ISRRPING dEAISam tisaUn ascumyiafon and

obstruction of phlegm, and panting with coug s descri in Compendium of M at it
can "direcheh viRveREs 10Tty e ARAIERAA SIS EMEND ARG R NA B SEME M FAIENIATAE
taste, warm in nature, and enters Lung channel. SINAPIS SEMENIt has functions of regulating gi with
the pungeREMER, NdARLIMIQEIY Mt kiskalimgane e cacddiag WsHiandaraes (heinesehiteybal
within the channels and collaterals. SINAPIS SEMEN i§s used together with PERILLAE FRUCTUS and
RAPHANI SEMEN to against accumulation of phlegm and stagnation of g/ so as to dissolve phlegm by
dispersing g/ and smoothing collaterals, and assist PINELLIAE RHIZOMA to descend upward adverse
flow of g/ and eliminate phlegm. CINNAMOMI RAMULUS is pungent and sweet in taste, and warm in

natiire OnN one 25 hand bv 1itilizina ite niinaent tacte for diepnercina and \warm nronertyy for aettinA



In the light of the present invention the and in combination with the common sense in the field, those
skilled in the art may replace the individual components in the 10 pharmaceutical composition of the
present invention with other Chinese medicinal materials having same or similar efficacies as the
replaced component in the pharmaceutical composition.  The pharmaceutical composition of the
present invention can be prepared with conventional preparation methods in the art. For example, the
various mpiiciedlofl ShdbsiaReed icdnd-pbar2e0s)tisaicSOPTHIVANI KE PrABRK! i ysefiorabnihe
processed in accordance with the Standard for Processing Traditional Chinese Medicinal Substances
or TraditideamcHigbeesmedicine Dictionary.  The pharmaceutical composition of the present

invention can pref ith the follpwing W2 eighi clean
SCUTELLARI ’ﬁ&ﬁcﬁtﬁﬁﬁme rt Siﬁ?ﬁﬂh ﬁéﬂ%ﬁé&%ﬁn%ﬁ&%\/ ri rgé the safh@
into fine payider {e6lAtes UssinpodRbIBtHAGL RslRreR Fieri ST B LREJEHIO GAETRE BIRARAKM
and CINNAMOMI RAMULUS according to the parts set forth in the prescription; adding 8-12 folds by
viw (ml/g) RIFVZAD A dsed rayetita waistiet ofdia meditine) aratendérsahd Spbgect|risaheastixdme: LR&JO
distillation for 3-7 h to extract essential oils, and collecting the essential oils for later use;  (3)

collecting @H@Ha@%u@@ﬁ@tﬂﬂﬁrﬁbtﬁ%odéﬁeiptﬁ@méﬂII&ﬁEh W@@é&e(zafurﬁafemﬁmerdmﬁ% e
herbal i f t 2 h ith ATRACTYLODI AC CEPHALAE RHIZ P A,
oy vy S B ol S o ey GV B T S
water, eaghHieips Js3thessEnudlic EBeramadBhah g Aeeis -AAdinesceyaivg (HeXe hevweight

of the medicinal materials for the first time and 5-9 times by v/iw (ml/g) for the second time; then,
pooling théaaguebuy eatrdcts) bt LillkatidHhedivel!$olldvaed byugintiietkinpe diteate BINEHtHAE
above said agueous solution obtained after the distillation, and concentrating the mixed solution to a

clear DastBith (SISRFETRAERP 0PEIRG ALK T EHRSNIT MEFTIRRNGHD 1 10PIXKRY @B Stoppch

seven, REvER e et AR A S B A RS B e TR TR TR
AMARUMzasis eiésagitbe dhie paits it ifhdeiprerprintien, siiigaiingdsccpa e dimesredsingolds

by viw (ml/g) of 40-70% ethanol solution based on the medicinal materials, the first time for 1-3 hours
and the segRRlitthantbinvigaisiespieenngnidairaie exeehivtim tensand fudoessrirnegianinn

thermatly L8 heeGlToh 180 E LRI Ao G ML Ay e S Bt e TS IBp
(3) 195 laterSte act8SdINFROVARHQPIRIRCHINGF SR {dh tie Rgeatia!ile abieahE SigRd ZeAnskthe

combined clear pastes obtained in step (4) constitltes the active ingredients of the pharmaceutical

compositifor obthdqiegeant nvivdiing 2pResqosifomasiod therppassscndicakotringopiileymcciniseg to
the invention include, but are not limited to hard capsules, tablets, powders, oral liquids, soft capsules,

pills, tinct&EEREFEIACSINARRRRYARBIIIsSragianidndlavor rnd bigdadnava it diraskat
medication can be prepared into pharmaceutically acceptgble conventignal dosage forms with the
conventioN B alon ST e SEoAH0 e AR 0 AR B p PR et
recorded ipEharasaulicd RitfoRioeSp IMadisingnk APl '?Qe(ﬁﬁi' afbsIREBRBAT .o firgf RAjgon),
Shanghai Scientific & Tegﬁnical Pub%ghers.li5 Iﬂ formulating thg vaﬁous phgrmacﬁgg\% of the
presgnt invapdbilifya glersgnlakitigdyin dngragtdaaypads s vaselying pidegracand cddgcaudiptableveanxiliary
materials, for example, includin%l?but not limited to fillers, disintegrants, lubricants, sus&%n%cjiigréia ents,

pindire, SRR ANA A Mo blAETRLUAMA A5 A T DA s U ARG
common SR R i e R GBI el N e W R

lactose, manni§ RIS MigAoystallFe cetpgsensAcroFARFARAET MRS thexgfACTYLODIS
disintegrants include, but are not limited to starch, pregelatinized starch, microcrystalline cellulose,

sodium cAVARRRERRSALAE RESZMMAd BERIAYIBRHORRIAE NACADSEMIN VARSI the

llulose, l-inked sqdi 9] thyl cellulose, f mixt t fT '
clite, DR AR AN R AL PLReS BV SGUIERAER FIPLSIEE O e, ARCE ol

mixtures tﬁerrwﬁﬁqsmsgemm aAANER AR e RUFAT BiREE 'imif%ﬁsomvwgy@yém@@%cuon. It
microcrystalline cellulose, sucrose, agar, hydroxypropyl methyl cellulose, or any of mixtures thereof.
The bindesséndydmdeifere sfacboiiathiptstayeh shdrnglipoigicpipyolids aiesbyidem Sivyh Neiiys
cellulose, or any of mixtures thereof 15 The sweeteners include, but are not limited to sodium

saccharinHgspattangé, Aedresd st cyelaRatL @V rrisetitdndtidobicakgdf witktesahere @Nthe
flavoring agents include, but are not limited to swegt ' essences, or any of mixtures
oret TRl s e B O R e A P AR B ELbS San e R M ne s
sorbic acid and salts thereof, benzalkonium bromide, ghlorhexidine acetate, 20 eucalyptus oil, or any
of mixtures thereof The matrixes include, but are not limited to PEG6000, PEG4000, insect wax, or

any of mixtures thereof. In order to prepare the above-described dosage forms according to

pharmaceutics of traditional Chinese medicine, other auxiliary materials which are pharmaceutically
arcantable (e A arniviliary materiale for vvarioiice doeane forme redorded in Pharmaceritice of Chinece



25 Biting (Editor), December, 1997(the first edition), Shanghai Scientific & Technical Publishers) my be
further added when preparing those dosage forms.  As a preferred embodiment, the pharmaceutical
composition of the present invention is prepared with the following method: (1) weighing selected
clean SCUTELLARIAE RADIX according to the part set forth in the prescription and pulverizing the
same into fine powder for later use;  (2) weighing selected clean CITRI RETICULATAE
PERICARSI @it @HWéAdvIfaNER/AFFUGH ahacesisliegphlgegrparis sehiaithirethin BesdipgFeng
adding 8-12 folds by v/w (ml/g) of water based on the weight of the medicinal materials, subjecting the
mixture to'stEstiRaidhfas ALpdiieneataataiskeizing dhs, 1HAG aorkRR NG ebieaiinl BIRCHINGhEaUGSe:;

Rerbal rocie FARY Ll 13) WHEtBr I R 3L b1 S AP HB A ERETAB N P kA,
GLYCYRRIIZAFGARLY AT G4 RN SABRARATI 5ok, EORSYTHIAE SRYIRTHR dHosfes

with water, each time for 1-3 10 hours, in which an amount of waler is 7-11 times by v/iw (ml/g) of the
weight of tiretnaetkd rdyspataidBothrahthérat hiave ainel pr&dertessinf Vbeirgligafor he setany, tamp
then, poolin%the aqueous extracts and filtrating the mixture, combining the filtrate and the above said

aqueous $BILHH SheAREd BAKE JiLRRHABR, TREEDHBWRETHRLHAN thQisielizive teng Rarpaskingith
he relative density of 1.15-1.20 | d at 60 15C fqr | ; 4 ighi | d
cloan PINE A E T SRR o ke b s T SRS kbl BN ARRAEE R s
RADIX ET R hOYEEELNANA Es 06 d RIS NHASAE SRV MR Aeepilf o

the parts set forth in the prescription, extracting the same twice in 5-7 folds by v/w (ml/g) of 40-70%
ethanol sdheidinigadddamviitethth evavghtoatice dasajicipralpadiesiaié, ttee thivet dragSarah 3¢roonedhe the
second time for 1- hours; pooling the extracts and filfrating the same; recovering ethanol of the filtrate,

and EdncEHERRRNREG S NUHMBR KR AMBISEXGRITE RTHES YRS aPE e FREMAR dry in

- . ) ; ;
(o) orar T LA L T OIS et BB
(1) as a fuadameriahmaiesidire ancchn Bungse wbiajledisicouierifaniieraise) (plavayidingdlas

materials (parts by weight) for tebleting as follows: granules obtained in step (5) 340-600colloidal
silicon dioflifeinagrys daampessmitesiateass-3vehile (Meuking tHivieasientill oddebtakiud iNard (2)
to the collqidal sili joxide leti y ignal formulatign grocess to optain the .
pharmace A oG U R e AR S MR PSS TER 48 B BB e i ving
ph?r{‘é!acea'éfﬁﬁ!r‘r‘ég@PBéH'iﬂﬂr@é),edPégéF‘élh MRMKERA SR pRarrsting e dllownmMeiaeEirectd bf
weighing selected clean SCUTELLARIAE RADIX according to the part set forth in the prescription and
pulverizingningm fiatin g ospdies ol naliesi ngediure€ls \aeaig hirg odleri¢dnomaas S BRY RiUk Gpedidides in
PERICARPIUM and CINNAMOMI 10 RAMULUS according to the parts set forth in the prescription,
adding 9 fOBSBRITIAGE) PVEHIeABASETSIEHE SEigB HIRE hWEir & Qi REs SO Bleiifg
the mixture to distjfllat(L naior 5hto extrﬁ ential pils Emd cpllect{'n the ess&ntial ils fo¥ IEHFr use;
u

) coleaiMAD AL K5 P iea B R Ra ey ale A RIS oD e i Or e A-BNiF el

herbal reﬁ@\A?afé‘?f‘hﬁt‘}Eé@a‘%&%ﬂéﬁéﬂﬁ%&ﬁﬁ&@é&@%ﬁt%%Qﬁ@ﬁ@?éﬂ%rﬁ%f%@l@ is
PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA, FARFARAE FLOS, and FORSYTHIAE FRUCTUS

twicewithdaatpnessth Tiee fonzbhmatisninivAICR AG BYihdointSfMateR(e QB RikkkAly VAl IEQ oatite
weight of the medicinal materials for the first time and 7 times by v/iw (ml/g) for the second time; then,

pooling thE AGHEJES kA ¥iee FHIAg =PI ORI AN AaEIRPSHO VisbyBasid dep ciRelng
souten R A AESETHA I T S e

relative d erma or later ue weighing sele ean

PINELLIAg B kaeMfariirididd-Ad &iRtcatoth ahtNAhlEe S EMmRNigpratdd \th&bMbMNedT Bt ot
RADIX ET RHIZOMA, HOUTTUYNIAE HERBA, and ARMENIACAE SEMEN AMARUM according to

the parts getferaianARMirbaGAlSEMEN AMARUM is bitter in taste, slightly warm in nature, and

25 has actions of purging with bitter, descending qi, checking cough and relieving dyspnea.
After stir-heating (i.e. ARMENIACAE SEMEN AMARUM TOSTUM), ARMENIACAE
SEMEN AMARUM not only its toxicity ARMENIACAE SEMEN AMARUM is reduced, but
also its function of moisturizing bowels to relieve constipation is reinforced. It is described

in Ben Cao Bian Du that: “All of nutlets have the descending action, while apricot seed
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25 extracting twice in 6 folds by v/w (ml/g) of 60% ethanol solution, the first time for 2 hours and the
second time for 1 hour; pooling the extracts and filtrating the mixture; recovering ethanol of the filtrate,
concentrating the residue to a clear paste with the relative density of 1.17 thermally measured at 60 C,
and combined the clear paste with the clear paste obtained in step (3) for later use; (5) granulating
the combined clear pastes obtained in step (4) with the fine powder obtained in step (1) as a

fundamenspliatinslirmad ditusiiing tenrhthinesidrainutisgorsiaigphsegm alf oheokiing cbaghatatthls
(parts by weight) for tableting as follows: 5granules obtained in step (5) 470colloidal silicon dioxide 2.4
magnesiufrrdigaraiesiirizing) Ragmdniasiédeential oil BbidiaéaPirdsegsipertonh&29|I8iagl sUboihat
dioxide an ' ion r tign process to obtain the pharmaceutigal composition of
the presenﬁ'ﬁ&%‘m%%ﬁgmg%i co?ﬁp&?ﬂi’f oﬁo{hgﬁvgibﬁﬁme&%p%s ef 'e\fﬁagﬁw the
basis of the Galisierlfseassciepiyding HadiiarsbChingsairireS hepmPliR Y ilbemedem
medical investigations on the etiology and pathogenesis of the bronchitis, as well as years of the
clinical pragiices, €limipladentzreptieascantbdssitanbdasdxéests ftdwegtilalirsy seiomesoivg (eéuegness
by dryness, .resolvingggfhlegm and relieving cough, 15and exerts good efficacies in treating bronchitis,
particular{EEQ¥eIRHEHRAG\AHRMBAting chronic bronchitis. It has been shown experimentally that

the present phﬁ%’ﬁﬂgﬁ%#a'ﬁﬁ PEjeon ﬁ%ﬂf&ﬁﬁcﬁé ingﬁgﬁt}%ﬁ?géiisgﬁﬁr@l\ﬁ’h'%'ﬂﬂﬁﬂﬁdm

asthma and res ammaition, and shows particularly exce iICacy in treating chronic

bronchitisMMIERYES, e ROREe SR IR RALEX! GROFROYRS A FERICSRDShanwd SXOErMertRii) o be

free of side effects and safe. Detailed Description of the Invention The present invention will be further
illustrated bk i3 afl dving e erapiegiaadchesp aSiEaamp e winite at envenitivendes] asdiaiarthdrsgspe of
the present invention in any way. Example 1 Preparation of tablet of the present medication,

(tentftivel§ REMLA Bs: LR iSh PHNgERiel) PRSI NGTITC IRIRETACBIA RGP INRE AR Of
i A RO SRR ) wmerdai e
MACRO CEPB&-AAadMAR UM céh 9%8 ey R IdbUgM Andaie L Y ARES rdalM Edhd 8 @A BHEA RS i indieN
130 g CINNAMOMI RAMULUSSCUTELLARIAE RADIX 46994g
phlegme-gi.” RAPHANI SEMEN is pungent and sweet in taste, netural in nature, enters
the Spleen, Stomach, and Lung channels, and has functions of descending qi, dispersing
15 phlegm, treating accumulation and obstruction of phlegm, and panting with cough. It is
described in Compendium of Materia Medica that it can “direct qi downward to relieve
dyspnea, and treat the phlegm.” SINAPIS SEMEN is pungent in taste, warm in nature,
and enters Lung channel. SINAPIS SEMENIt has functions of regulating gi with the
pungent taste, warming the lung and dispelling phlegm, and can also eliminate the
20 phlegm within the channels and collaterals. SINAPIS SEMEN is used together with
PERILLAE FRUCTUS and RAPHANI SEMEN to against accumulation of phlegm and
stagnation of gi so as to dissolve phlegm by dispersing gi and smoothing collaterals, and
assist PINELLIAE RHIZOMA to descend upward adverse flow of gi and eliminate phlegm.
CINNAMOMI RAMULUS is pungent and sweet in taste, and warm in nature. On one
25  hand, by utilizing its pungent taste for dispersing and warm property for getting through
channels, CINNAMOMI RAMULUS is able to act on body superficially to relieve exterior
syndrome, and thereby to drive pathogenic factors away and smooth collaterals. On the

other hand, it is able to make the yang-qi in chest getting through channels by its warm

property, thus warming and resolving the stasis water and dampness. CINNAMOMI

8



FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 1569391 gRADIX ET
RHIZOMA 31 g. Preparation method: (1) The selected clean SCUTELLARIAE RADIX was weighed
according to the weight set forth in the prescription and pulverized into fine powder for later use;  (2)
the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI 5 RAMULUS were
weighed according to the weights set forth in the prescription, followed by adding water 10 times by
viw (ml/g)RAME WER) b §é ther gt cRraRIatehial A TREGTIVeOINS tMAISIHOETIRE AKINEC RIS EONAAOIlS
for 6 h, the essential oils were collected for later use;  (3) the distilled aqueous solution in step (2)
was colle&@d WaACaREhRTeMate Hetsalaeneaadel s een@gethepmpnessrang ndugingsdiuresis.

MACROC E RH ORIA, GLYCYRRHJZAE RADIX ET RHIZOMA, FARFARAE FLOS,
o FORSH AR A BT B B e sl B VoL AR, S8 e HEG S A T
amount o uatRTASO SIS bhd ol R hee e gb ae anssliaiAlmateTiaisdar e i tigte

and 8 times by v/w (ml/g) for the second time; then, the aqueous extracts were 15 pooled, and filtrated,
the distilledictoxieatisrsdBEIOT BeARIAEARAR Xvapecidirbintio thle ditinatgineditiatcheals tomeditrated
to obtain a clear paste with the relative density of 1.17 thermally measured at 60 C for later use;  (4)

the selectB@@I&hA3s Seid that RIncecieA) kA RMERARDE e venNRPRe SOERENg RAMAISAM, it
SEMEN, ASTERIS R IX ET RHIZQMA, 20 ARMENIJACA EN
AARUN A e Resd e BdclRbe AN ORI THIAE FRGERASTS M T RSle a0t 2ol

60% ethapghsiutiopdn artarmauptefidinas imysleadmihef shpeveiohh (@hef e mamjcingdr the

materials, the first time for 3 hours and the second time for 2 hours; the extracts were pooled and
filtrated; esitegohin teafilaat: as thexapaditynef fiitriitend fleaticoneemeltes idispebilegyr pasteanith
the relative density of 1.17 thermally measured at 60 C, which was combined with the clear paste

obtatfled iFPURYS @S RIIQLSMALMSS) iRy aRthRd MG IR SpR4iREALA RS Be WiRdaRtetalt

materia, e GRTERER,CIEAL AR SR ARG I sleRL aiets qrinaeroaRb el od IRLER g

(6) the raw materials use lets were weig according to t Ing parts by weight:

granules ghigipddastex (2ugSSpedoidahsibieenidipxinrl 2 eldkrginesiuatisiearaie FDRSYTNAE
essential oils obtained in step (2) we added to the colloidal silicon dioxide and the subject tablets were

prepared byRE8alERidhalFeerinldhennsasesgsion to asainipr heRielmtiatistaonatgdine eoliptefissent
dicati iption: TICULATAEPINELLIAE RHIZOMAASTERIS RADIX

ETFARFARAE T AHRR CRRBALIR PSR RHANSs3 S0, BRIR L5iLre, enters lung

IATRACT QR BABRMENINEAE o SMENIFRE AL Afe loRIEAIDH S IMA RO Bl LA EpMAdRA 130

g78 g RHIZOMA 94g
clearing the pathogenic heat in Lung channel and is the primary drug for treating the

pulmonary heat. SCUTELLARIAE RADIX, FORSYTHIAE FRUCTUS and

HOUTTUYNIAE HERBA used together in the prescription can clear pulmonary heat and

the heat toxin stagnated in collaterals, and prevent phlegm-turbidity from becoming heat.

20 GLYCYRRHIZAE RADIX ET RHIZOMA in the pharmaceutical composition of the

present invention is guide drug. GLYCYRRHIZAE RADIX ET RHIZOMA is used for two

purposes: in its crude form for two reasons. The first purpose is that GLYCYRRHIZAE

RADIX ET RHIZOMA is used as an assistant drug to invigorate spleen and replenish qi,

as well as moisturize the lung and relieve cough. The second purpose is that

25 GLYCYRRHIZAE RADIX ET RHIZOMA is used as a guide drug to attemper the drugs of
the prescription, thus moderating natrures of the drugs.

In view of the above, the whole prescription of the pharmaceutical composition of the

present invention has the characterizations of simultaneous treatment of superficiality

and origin of disease, simultaneous application of purgation and reinforcement, and
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SINAPIS SEMEN 130 gRAPHANI SEMEN 78 gCINNAMOMI RAMULUSSCUTELLARIAE RADIX
7891569 FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 94 g225 gRADIX
ET RHIZOMA 53 g. Preparation method: (1) The selected clean SCUTELLARIAE RADIX was
weighed according to the weight set forth in the prescription and pulverized into a fine powder for later
use,; (2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI

20RAMU I Frivevghaeigigmessandinrguathendeaighibinetfaith detibe pistserqulatnépgwedidorateing
water 9 times by v/w (ml/g) of the weight of the medicinal materials, and subjecting to distillation to

extract esSelegil ofésRe!bNg, Wenessessal'epoae pbilkgred taseeading; g/, (slievingistinedhdqsbus
solution in s 2) was collected by another gontainer, .the herbal residue thereof together with .
ATRACT GBI RO AR ARy CAMReS ISR e PETRIIZRE FAUTR ErcisaBtia
FARFARAJE FLOS, apf SRRSY THINGERIGT R WAREHASeHMCe NIt asRs I GaRimEHg tHed
hours, in which the amount of water was 8 times by v/iw (ml/g) of the weight of the medicinal materials
for the firgbtilnme eany Gotiinoes bt \dnd(rdl/ g herat her s estieddom 6\ lthenygh eohgheopresetna@seseriptimoled,
filtrated, the distilled aqueous solution described above 10 was added in the filtrate, and the mixture
was concéPRRHRY iRibaincRlegiase! RaUladinglafiveSiEHaRYRY HaRnassalllerriuagRNERBD @Rer
later use; I‘;éy\\4//? th%iel cted clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS SEMEN,
RAPHANI@ ngl RIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA, and ARMENIACAE
SEMEN AMAWM@H%MM%&WG%&%HQH@ Hnhihm EopisastiBRaRivarR weldhtshaitthse in
extracted twice with 60% ethanol solution in an amount of 5 times in volume (ml) of the weight (g) of
the medicthel rielibridimshe skitetmenfothe hadramayl tiepseeoriti¢iniedividligl hoarsptresiardotstiere
pooled and filtrated; ethanol in the filtrate was recovered, and the filtrate was concentrated intp a clear

pastéwit P TSR CRINSRTROEIIBINSfniAR) RIESSINCYEBHAD, XN cOMBIddINES thdnaitinakte

200btained ( late M a ere prepar C ' formylation
process. 91%%%%@%%?%5%@% 8{ p?w@eﬁ?Fofgtﬂ}e&%éleggéen%%jg%atiow%’e%%c%&ﬁﬁg@%% I(?r[I ‘(H%
RETICULARARROSELEHETHPESRMAASTERIS RADIX ETFARFARAE FLOS 125 g PERICARPIUM
125 g125 gRHIZOMA 125 g PORIA 125 gATRACTYLODISARMENIACAE SEMENPERILLAE
FRUCTUS MAGROZEFRZGeAECM ARUDRP 006 O ¢f fFeH T enant 1758 Bip RS STeviBTRPErad  with

RAPHANI SEMEN 104 g CINNAMOMI RAMULUSSCUTEILLARIAE RADIX 629125 .
9 conventElona p?eparat%n metlfuzocj\éI in the art. lFlf)r example, )t<he garzlogs medicinal

15 substances in the pharmaceutical composition of the present invention can be processed
in accordance with the Standard for Processing Traditional Chinese Medicinal
Substances or Traditional Chinese Medicine Dictionary.

The pharmaceutical composition of the present invention can be prepared preferably
with the following method:

20 (1) weighing selected clean SCUTELLARIAE RADIX according to the part set forth
in the prescription and pulverizing the same into fine powder for later use;

(2) weighing selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
RAMULUS according to the parts set forth in the prescription, adding 8-12 folds by v/w
(ml/g) of water based on the weight of the medicinal materials, and subjecting the mixture

25 to distillation for 3-7 h to extract essential oils, and collecting the essential oils for later
use;

(3) collecting the aqueous solution obtained after the distillation in step (2) in a
container, extracting the herbal residue from step (2) together with ATRACTYLODIS
MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
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FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 125g313gRADIX ET
RHIZOMA 42 g. Preparation method: (1) The selected clean SCUTELLARIAE RADIX was weighed
according to the weight set forth in the prescription and pulverized into a fine powder for later use;

(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI 5 RAMULUS were
weighed according to the weights set forth in the prescription, followed by adding water 9 times by v/iw

(ml/g) of trRAREARAES el dicthHORSNTRKIAR FRUETUR) taidistilatiowiteexsachessantiet allgfor
5 h, the essential oils were collected for later use;  (3) the distilled aqueous solution in step (2) was

collected fied!Endthaviehtineearind elesaiak ddel théreestbyerer (fothef ARAETONtGIbIbe
MACROCEPHALAE RHIZ ORIA, GLYCY ZAE RADIX ET RHIZOMA, FARFARAE FLOS,
and FOREPHIRE PRRGATCQ Lo T8 0o VR, LALATEHED 1 18 FeeREc I AidH e
amount o WalelWAS SEMRTISYeirA LR Bl HIE WA IheTdamB FslioNBL B YMRbIRING eHESitE and
6 times by v/w (ml/g) for the second time; then, the I5 aqueous extracts were pooled, Tiltrated, then

the distilleditgtrepabaadrid dgaednedahdion wataatstdfte thiecfidistibatod, dnedooneenivating the
concentrated into a clear paste with the relative density of 1.16 thermallg measured at 60 C for later

use;  (4YiHecEREHRNdRAaRERaTIREWE R e NpkativERieIl PRUET(SOSeAPRYSERASVTEd
RADIX ET RHIZOMA, HOUTTUYNIAE HERBA, 20 and ARMENIACAE

RAPHANLSENEN, ASTERS
SEMEN A accoréing ?b the weights set forth in the prescription were weighed and extracted

twice with 60%pthrighrrWiedratRA NG nrer M ZoNMe pRRPLIRE FROUTORISIeAPIS
medicinal materials, the first time for 2 hours and the second time for 1.5 hours; the extracts were

pooled angHiNtated RARKAININShdMINatA SVdsRES dvARRK &rid Rt Zidiedil, w3dbmtbAvbhedHitBBAlear
paste with the 25relative density of 1.16 thermally measured at 60 C, which was combined with the

clear DasBUbEHAE AT RY RN ERA VAR Y] Arepiiiemicie prIFRRS] (R chin BrRRSHRON.

ORI RETBTE AR Rt AR e B A L e AR RSB REER
98 998 gRyrl HaMdedRdnal BfbeRAR Ithd 4y AfT8AGr T B G BITARNENSACAN S EMBE Nt BRGNS ;

FRUCTUS MACROCEPHALAEAMARUM 85g85g RHIZOMA 148g SINAPIS SEMEN 125 gRAPHANI
SEMEN 1P80}INRANRIKACKARNIL (s ngT the ARME RACHYETHG18ikprORBYINeIArERUEGNU S

HOUTTUYNIAE HERBAand GLYCYRRHJZAE 149g3 ADIX ET RHIZOMA 49 g..5Preparati
method: concentrating the res%'due to a clear pastegwﬁag[ﬁe reétﬁle ﬁensny of 1.? -1 56 tﬁermeﬂR/

15 measured at 60 °C; and combining the clear paste with the clear paste obtained in step (3)
for later use.

The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) constitutes the active ingredients of the
pharmaceutical composition of the present invention.

20 Dosage forms of the pharmaceutical composition according to the invention include,
but are not limited to hard capsules, tablets, powders, oral liquids, soft capsules, pills,
tinctures, syrups, suppositorys, gels, sprays, or injections.

The dosage forms of the present medication can be prepared into pharmaceutically
acceptable conventional dosage forms with the conventional preparation methods in the

25 art, for example, such as the preparation processes recorded in Pharmaceutics of
Chinese Medicine, Fan Biting (Editor), December, 1997(the first edition), Shanghai
Scientific & Technical Publishers.

In formulating the various pharmaceuticals of the present invention, a person skilled

in the art may add a variety of pharmaceutically acceptable auxiliary materials, for
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(1) The selected clean SCUTELLARIAE RADIX was weighed according to the weight set forth in the
prescription and pulverized into a fine powder for later use;  (2) the selected clean CITRI
RETICULATAE PERICARPIUM and CINNAMOMI RAMULUS were weighed according to the weights
set forth in the prescription, followed 10 by adding water 8 times by v/w (ml/g) of the weight of the
medicinal materials, and subjecting to distillation to extract essential oils for 3 h, the essential oils were

collected tedaipleyseciudita), thetamidipnisesbiutitie chtdisieteatian disillaitzmis, siapg@navag agbected
into another container, the herbal residue thereof together with the ATRACTYLODIS 15
MACROCEPHEsS AV RSIENE M AllorNg 20 E VS IRESHIZAEVRA MR ERERHIZEV A FAREERAEEODS,

d FORSYTHIAE FRUCTUS d twice with h time for 1 hour, in which th
amotnt of FRESANELO THER) GRea 0 r s AGHELTREH UG ) 1B BFRRE A e IGLTRY an
5 times by v\ BHeBISH B tRBCONA MBS SER8e thetREURLURRXIIRSS elsHeORIECatiinatedinihen tae

distilled aqueous solution 20 described above was added in the filtrate, and the mixture was
concentrastar aftopaegetatipasi staftih dact e enteemsityl of Hitikh +thi2eothrg stzdiilyencedislose, augto€eor
later use;  (4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS SEMEN,
RAPHANCSENEN! ABKES MRl £ T reHgreiliegranis) ineina@ARut Bres RO AR KN Sl Al

SEVEN AUARIN Reoralg e RN SElBK™ UL ilG. Sbreseriien eiBeiane pndexgoted

twice with™40¢ ethanol solutibn In"an amoun mes in volume (ml) or the

medicinal spsds!imReh @ SRR HMGYIPO DR a0 theraeRaRA thyaiekyb RN Baigrdsacteryesrinreted
and filtrated; ethanol in the filtrate was recovered, and the filtrate was concentrated into a clear paste
with the redadintieasiipxyfmetbyl @dithesmaltly argastirmikiures ¢)erdidhlas doricaintsdindthdae but

10clear paste obtained in step (3) for later use. ~ The fine powder obtained in step (1), the essential

oils dBtaird® iMSteMidntp (RaBIRBIMEY BiearaiaseedibEidan s’ Rk Blintiafidano fie
i ) jpnal f lat] ! I i f Jle. of th

b oMLt e P N e i

ETFARFARARi R\ Bt RIisIbEAkTalik? aRIIBEM Aslidfbed 4gdr ORYArdRPpropyl methyl

gATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS MACROCEPHALAEAMARUM 81
981 g RHIREDNZS @08 IgamIN APIS SEEE NaEe AR HidesE MelNde2 Dyt ameNy ivited to starch

RAMULUSSCUTELLARIAE RA%X 7%49 FORSYTH%‘Qi F LJ;:TUS HOUTTPYI\.IIAE HE BAegPd
GLYCYRRBMPAP I G PEIRIMNNEE ﬁﬂ%WRﬂs‘@? % d%ﬁp) ORI GhEEY O (T)PFHLSSfOSEP
cleanSCHTELLARRR LR MRS BirighedRanriad 18 WsdiRP LSRRI BsisBIRsCTiRiopNd
pulverized into a fine powder for later use; 20(2) the selected clean CITRI RETICULATAE
PERICARSy 4 vharng dTd i sV GlivbyRAdlid IdUscisle rer vaeig hefdnaictoreinthtordébé Wedghits sehipagemtde
prescription, followed by adding water 12 times by v/iw (ml/g) of the weight of the medicinal materials,

and subjetifigae, drtatemes dikird dossmeateNersrang, HasiauscABPRASSNEE aBletic@pIHIR:

use; thereof The preservatives include, but are not limited to: parabens, benzoic acid, sodium

benzoate, sorbic acid and salts thereof, benzalkonium bromide, chlorhexidine acetate,
20  eucalyptus oil, or any of mixtures thereof The matrixes include, but are not limited to
PEG6000, PEG4000, insect wax, or any of mixtures thereof. In order to prepare the
above-described dosage forms according to pharmaceutics of traditional Chinese
medicine, other auxiliary materials which are pharmaceutically acceptable (e.g. auxiliary
materials for various dosage forms redorded in Pharmaceutics of Chinese Medicine, Fan
25 Biting (Editor), December, 1997(the first edition), Shanghai Scientific & Technical
Publishers) my be further added when preparing those dosage forms.
As a preferred embodiment, the pharmaceutical composition of the present invention
is prepared with the following method:

(1) weighing selected clean SCUTELLARIAE RADIX according to the part set forth

12



5(3) the aqueous solution obtained after distillation in step (2) was collected into another container, the
herbal residue thereof together with ATRACTYLODIS MACROCEPHALAE RHIZOMA, PORIA,
GLYCYRRHIZAE RADIX ET RHIZOMA, FARFARAE FLOS, and FORSYTHIAE FRUCTUS was
extracted twice with water, each time for 3 hour, in which the amount of water was 11 times by v/w
(ml/g) of the weight of 10 the medicinal materials for the first time and 9 times by v/w (ml/g) for the

second tiretibgiretiwiptivie ousl @dhasiizivg b ealed, itnafied, poevdititledftenesys solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with the relative

density of 1.152) »®i6bitgas esies cean6bRE R Tdfel LA AR)REE KeB R MeairdrGiENAMOMI
RHIZOM E FRUCTUS, SINAPIS 15 SEMEN, RAPHAN] SEMEN, AST RADIX ET
Rz oM ARSI R REITERs Res A R ETN RE SR IR BIEG b 5 B s
set forth i?ﬁﬂ@?@%ﬁ@%@@&dﬁ%@%@m 8¥¥ﬁ§%%%%'&l@%&ﬁ9? %%{@&ﬂ&%iﬁﬂﬂﬁ@to

amount of 7 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 3 hour
and the selistilthtioreftorf26bug herastrastemiereoiepbettarull éidttiatp th e teseritidDoitst fer fiditet e 9es
recovered and the filtrate was concentrated into a clear paste with the relative densitéxof 1.15-1.20

thermally mea@@@'lﬁc‘é@@mﬁ_ﬁ&ﬁ'%Mﬁ@@b&ﬂiﬂ%@@_éﬂﬁ&@@@ﬁ@rﬁi@ﬂr(%)t @3%#@&%@{ ;
use. B RERouler ORislad inendL) i esseial s epianed mglg (&b opfnec

clear pastes obtained in step (4) were tormul capsules conventional

formulatiog AORESSE EMANAE HAEramNonFORIkof HEYTSTRRHIGNCaBADIXe SCEItIRHADRIA,
RETICULATAEPINELLIAE RHIZOMAASTERIS RADIX ET PERICARPIUM 98 g148 gRHIZOMA 1489

22 PORIAABEARARACDA, andSARMENIAGEH SEKIENS BERILIIMESPRINCELS, each time for 1-3
MACROCEPHALAEAMARUM 139 g87 E RHIZOMA 139g SINAPIS SEMEN 87 %RAPHANI SEMEN

115 PCINIARFO NI WARKURD SERYTELT ARIRE IRADIX 1T Sg He RBYeHPA @R\M%Q‘hdsof the
method: 1 B anr e O R TR o b AR Sl

forth in the poeagriptiwaguddIgvestzactintma fingarpydercianirierd)sesmbitingheheetietad cleantkdTRI

RETICULATAE PERICARPIUM and CINNAMOMI 5 RAMULUS were weighed according to the
weights s@bforeh Faideqsietetiption Uinnvasiayest difigrvaissilatameendy Gancentigiioptibaveigrdf

e ol B T 88 B4 IR R B LS LA U s At
collected igtor 0 g1athgg container, the herbal residue thereof together with ATRACTYLODIS

MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA, FARFARAE FLOS,

and FORSYTH#A&iBhiAT sentieitractPiNBidd A RWHO VR ARERIE IAE2ARUGT WSYISHWARES
amount of water was 8 times Z%E(;//W (mI/g% of the weight of the medicinal materials for the first time and

7 times byPEMENY GFAGTHANS SlaMIFiMASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
and ARMENIACAE SEMEN AMARUM according to the parts set forth in the prescription,

extracting the same twice in 5-7 folds by v/w (ml/g) of 40-70% ethanol solution based on

20 the weight of the medicinal materials, the first time for 1-3 hours and the second time for
1-  hours; pooling the extracts and filtrating the same; recovering ethanol of the filtrate,
and concentrating the residue to a clear paste with the relative density of 1.15-1.20
thermally measured at 60 °C, and combining the clear paste with the clear paste obtained
in step (3) for later use;

25 (5) granulating the combined clear pastes obtained in step (4) with the fine powder
obtained in step (1) as a fundamental material , and finishing the obtained granules for
later use;

(6) providing the materials (parts by weight) for tebleting as follows:

granules obtained in step (5) 340-600 colloidal silicon dioxide 1.8-3.5

13



15 then, the aqueous extracts were pooled, filtrated, then the distilled aqueous solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with the relative
density of 1.15-1.20 thermally measured at 60 C for later use;  (4) the selected clean PINELLIAE
RHIZOMA, PERILLAE FRUCTUS, SINAPIS SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET
RHIZOMA, HOUTTUYNIAE HERBA, 20 and ARMENIACAE SEMEN AMARUM according to the
weights set fortaigribsipresastiios were ggdghed and extracted twice with 60% ethanol solution in an
amount of 6 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 2 hours

and the secon(VlidedogiiBenessemiiakritaqbidrdpsosierarr) fitrthedcetaisgizbisiicns fliexidevasd
recovere d the filtrate was conceptrated jnto a clear paste with the relative density of 1.15-1,20
thermally B P Ao e S ER B A O LR Bt PR Rk Kl o RS
use. 5Theof,i@ﬁeo'9yégghpm@gpﬁgm step (1), the essential oils obtained in step (2) and the combined
clear pastes obtained in step (4) were formulated into the pills by a conventional formulation process.
Example 7 Prebauatiorttedrtipottee ed tbm poeterin) ede gpienrhaPeaticaptom@igiRdn of the present
RETICULATAEPINELLIAE RHIZOMAASTERIS RADIX ETFARFARAE FLOS PERICARPIUM 148
g105 gRHIMOMIRN issRyeRsrgdpiR ke A8)lg i NgAPSNSEMEN 1259 ATRACTYLODIS

MACROCEPHALAE.RHIZOMA 11 APIHAN ENIACAE SEMEN AMAR

1179 PERILLAY PROUTDS s d% R R FRTNAE BB R ITiR g Rafl<t o
GLYCYRIﬁﬂR@g RADEADS Nk BhBA MY epryatgermegiod: (1) The selected clean
SCUTELLARIAE RADIX was weighed according to the weight set forth in the prescription and
pulverized into(3) fimeigpondeefoclateclese; CITR) Rieldeld btk tAded h RITARRR EIVCANdAGINNAMOMI
PERICARPIUM and CINNAMOMI 15 RAMULUS were weighed acqordina to the weights set forth in

the plescriptitit kbleaeadsyinddm i waRis saidesthy Ak Prarsyfigi: Sritleyavémaml/a)
materials. ) supigglag B iRl AABHP SPiFRChRIEMIA AlRdRBA Nafle SR5RRIALOHR RIS SRIgs e

for later use;
distillation for 5 h to extract essential oils, and collecting the essential oils for later use;
(3) collecting the aqueous solution obtained after distillation in step (2)in a container,
extracting the herbal residue from step (2) together with ATRACTYLODIS
15 MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS twice with water, each time for 4 hours,
in which an amount of water is 10 times by v/w (ml/g) of the weight of the medicinal
materials for the first time and 7 times by v/w (ml/g) for the second time; then, pooling the
aqueous extracts and filtrating, combining the filtrate with the above said aqueous
20  solution obtained after distillation, and concentrating the mixed solution to a clear paste
with the relative density of 1.17 thermally measured at 60 °C for later ues;
(4) weighing selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
and ARMENIACAE SEMEN AMARUM according to the parts set forth in the prescription,
25  extracting twice in 6 folds by v/iw (ml/g) of 60% ethanol solution, the first time for 2 hours
and the second time for 1 hour; pooling the extracts and filtrating the mixture; recovering
ethanol of the filtrate, concentrating the residue to a clear paste with the relative density
of 1.17 thermally measured at 60 °C, and combined the clear paste with the clear paste

obtained in step (3) for later use;

14



(3) the aqueous solution obtained after distillation in step (2) was collected into 20 another container,
the herbal residue thereof together with ATRACTYLODIS MACROCEPHALAE RHIZOMA, PORIA,
GLYCYRRHIZAE RADIX ET RHIZOMA, FARFARAE FLOS, and FORSYTHIAE FRUCTUS was
extracted twice with water, each time for 1.5 hours, in which the amount of water was 8 times by v/iw
(ml/g) of the weight of the medicinal materials for the first time and 6 times by v/w (ml/g) for the second
time; 5 then, thig)agieniistiexiracorisinaiedafilatess bistslistticin agsie¢us withitioe tiesgsieder
above was added in the filtrate, and the mixture was concentrated into a clear paste with the relative

density ofobiErEgAnHEaRdN At asivedameotal mamdalusnd fifishine derelidinedrganEes oF
RHIZOMA, PERILLAE FRUCTUS, SINAPIS SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET
RHIZOMAXEBYPFTUYNIAE HERBA, 10 and ARMENIACAE SEMEN AMARUM according to the

weights set for(‘é‘)iﬁrﬁ\ﬁd?ﬁﬁsﬂ@ﬁ’f’é’téﬁ’%r@ wgi,gg Wg‘?ﬁ}%ﬁ%’oﬁé‘ﬁﬁ@ With SR¥eLethanol solution in an

amount of 5 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 1 hour
and tie secondramgldercbtainies! ithatext(@¢ts 4#&de poolkiidahdifitomteliodtend.# the filtrate was
recovered, and the filtrate was concentrated into a clear paste with the 15 relative density of 1.15-1.20
thermally meaSIREAF 0 GI8ARAA wasZedmbined with the clear paste obtained in step (3) for later

use.  The e pas SRRUe i sief (s eoseniahals QBaediies Glapdis canbipec

clear pastes obtaine were formu Into't re by a conve ormulation

process. 2Qpleti péec%mr@ﬁ@ﬁ@ui%rmwm%H&@é%eabmmdiﬁ@ngmlmmc@tﬁ sition
RETICULATAEPINELLIAE RHIZOMAASTERIS RADIX ET PERICARPIUM 99 g105 gRHIZOMA 115 g

FARFARAL the@8B$26tdneDROA. 137 gATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS
MACROCEPHALAEAMARUM.126 9117 g.RHIZOMA 1459 SINAPIS SEMEN 105 PHAN| SEMEN
04 GANNAMCIT AR R Ee T e R B G O e Was e R e basi
HOUTTU ehirEaai@Abaisease thaRrHTRAE raditigrebgRiNeHe FTEESI EOMPOBTOH bkt At dhe
method: médbimmeaiealeresagaticnsT & HRAGdgH R wamvgishakaganslng fe e vaiahépet
forth in thegrescrlgtlogﬁégp I\/.erlfedﬁ{l?klo aflnmﬁ)ow er for Iate[\.gs;e; 2 thle seﬁ%ed ﬁle n CITRI
RETICULATAEPFER? ISR ARG oM S BRVITASES Uete SOEMOSH QR Oin S TS e ©
weights seegoredingties miesonipting daltnes Hprdiimpaatsesolivites phlegm(and)refievéadighobf the
mediginal snatesiales YubaWtradngs arrirsdaHgbIB RTAS! parratiakyilsios IRt Bifcarseninkatinyere

collected fqr later use; . .%’3) the aqueous solution obtained after distillation in step (2) was collected
into chronic bronchitis.

It has been shown experimentally that the present pharmaceutical composition has
effects of checking cough, dispelling phlegm, relieving asthma and resisting inflammation,
and shows particularly excellent efficacy in treating chronic bronchitis. Moreover, the

20 present pharmaceutical composition has been shown experimentally to be free of side

effects and safe.

Detailed Description of the Invention

The present invention will be further illustrated by the following Examples and Test

25  Examples which are not intended to limit the scope of the present invention in any way.

Example 1 Preparation of tablet of the present medication (tentatively named as:
Lian Hua Man Zhi Tablet)

Prescription:
CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS 156 g
PERICARPIUM 94 g 156 g RHIZOMA 94 g
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10 another container, the herbal residue thereof together with ATRACTYLODIS MACROCEPHALAE
RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA, FARFARAE FLOS, and FORSYTHIAE
FRUCTUS was extracted twice with water, each time for 3 hours, in which the amount of water was 10
times by v/iw (ml/g) of the weight of the medicinal materials for the first time and 8 times by v/iw (ml/g)
for the second time; 15 then, the aqueous extracts were pooled, filtrated, the distilled aqueous
solution described above was added in the filtrate, and the mixture was concentrated into a clear paste

with the réigfite aéﬁsity of 1.15-1‘\.12?)“97&19@11%/ measuretfEBH A For Ty use;PER't'&f\ﬁf@EBTéjcsted
clean PINELLIAE RHIZOMA, PERIERREERNAETUS, SINAPYY SEAMEN, RAPHANI SEMEN, ASTERIS
RADIX ET RHIZOMA, HOUTTURNIREAHEBRRA, 20 and ARMENIACAE SEMEN AMARUM according
to the weights set forth in the prescription were weighed and extracted twice with 55% ethanol solution

in an amosiNkPiS GEMSS ife\olUMEAFRRNIEEMENEiBhy(g)cithamorefioinalLmateiisTEneAISE Hmshior 2.5
hours and the second time for 2 hours; the extracts wergsgooled and filtrated; gihanol in the filtrate was

recovered, and the filtrate was concentrated into a clear paste with the 25 relative density of 1.15-1.20

thermally Lnoe%%mz/gEaFtR%% CSWhicg sz%gY?\lomei'nggAwith thg clelz_\a}(r3 F§F§Htlez oEbtained in step (3) for later
use. Thefine powder obtained 1 step {‘i‘? theEssential ofls obtainéd in step (2) and the combined

clear past&¥ 8btained in step (4) REPe formulated into tHESYrup By ¥ ®hventional formulation
process. Example 9 Preparation of suppository of thé!'gresent medication Prescription: CITRI
RETICULﬁ@%ﬁIF@_ﬁﬁ HIZOMAASTERIS RADIX ET PERICARPIUM 145 g137 gRHIZOMA 126
g PORIA10%¢g g S VIEN 117g ATRACTYLODIS MACROCEPHALAE RHIZOMA 99¢g

RAPHANI SEMBN H265g |t EQIAR ASCRINEE NARYIKER WA S0 WAR WwbifadcR HecDdsint?28 the
FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 126g325gRADIX ET

RHIZOMAN&igh! SPéprhaitiolh engtbsctiptio (LMt skiired oarfiSOuOrEidr AR FEeRASE X was
weighed accordin%éo the weight set forth in the prescription and pulverized into a finelz\ﬁﬁ)owder for later
I

use;  (2) thel SbifEeFRIREITE IFRARETICULRFAEPERICERB R A0S N1 RNAIEYS
were weigRae iRl NEND JE MBS RrHHRL R IHESVIIGRESREL o FHIVER prescription, followed

by adding water 10 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 6 h, the essential oils were collected
for later use;
(3) the distilled aqueous solution in step (2) was collected by a container, the herbal
10  residue thereof together with ATRACTYLODIS MACROCEPHALAE RHIZOMA, PORIA,
GLYCYRRHIZAE RADIX ET RHIZOMA, FARFARAE FLOS, and FORSYTHIAE
FRUCTUS were extracted twice with water, each time for 1.5 hours, in which the amount
of water was 10 times by v/w (ml/g) of the weight of the medicinal materials for the first
time and 8 times by v/w (ml/g) for the second time; then, the aqueous extracts were
15 pooled, and filtrated, the distilled aqueous solution described above was added into the
filtrate, the filtrate was concentrated to obtain a clear paste with the relative density of
1.17 thermally measured at 60 °C for later use;
(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
20 and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 60% ethanol solution in an amount of

7 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 3
16



10 by adding water 10 times by v/w (ml/g) of the weight of the medicinal materials, and subjecting to
distillation to extract essential oils for 5 h, the essential oils were collected for later use;  (3) the
agueous solution obtained after distillation in step (2) was collected into another container, the herbal
residue thereof together with ATRACTYLODIS 15 MACROCEPHALAE RHIZOMA, PORIA,
GLYCYRRHIZAE RADIX ET RHIZOMA, FARFARAE FLOS, and FORSYTHIAE FRUCTUS was
extracted hype Wit WwRislecaed time for 2.hdingrshin exmrabith e e @odlof \watefiased fisearinl w
(ml/g) of the weight of the medicinal materials for the first time and 8 times by v/w (ml/g) for the second

time; thenth@dilitpieovaexaeryeiReranddial fitieitewamh aofieeticinediaipuaotieaoREsie 20theiribed
above was added in the filtfate,_apd the mixture was co ted into a clear paste wi e relative
censiy of £ REVE SRR o TEA B S e b Bieet: WO A ScratR e B e
RHIZOM}%@%E%EWQ@S)@$&Nﬁé§L§EMEN RAPHANI SEMEN, ASTERIS RADIX ET
RHIZOMA, HOUTTUYNIAE H A, and ARMENIACAE SEMEN AMARUM according to the weights
set fosth in the(5)paétbciiietiinensye dezigbtdretiesterdd asiadwnitadilitathaatelis| thiecomiined
amount of 6.5 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 3

hours andClRE'SRRTRE ARIBIRADIASIRS hbwsirgianvirtesosiad UHahrddRIdatan48ss in the filtrate was
recovered, andgi lraie waRAACEREAIRT BGCIRRIPAHRNIN BsRiAtl SRR RYIBAn oA
thermally measured at 60 C, which was combined with the 10Clear paste obtained in step (3) for later
use. TR HEBBwder obtained in step (1), the essential oils obtained in step (2) and the combined
clear pastes ohtali | ofmul int : itory:hy: a_conventional formulation
brocess. 150 B RS o B TR
RETIGULATARRIGHESkIAFsRIHIZEMAASPERIS RADIX ET PERICARPIUM 94 g125 gRHIZOMA 119 g
PORIA 135 gATRACTYLODISARMENIACAE SEMEN MACROCEPHALAEAMARUM 115 ¢
RHIZOMA 124d) 818 aps8SENisI0bLeigethip $reRI (BEWREARTIDENA ME Mo ididal Bilicos CigREEL AXRIAE
RADIX 13 QG?JEJ.ZO%%E?RSYTHIAE FRUCTUS HOUTTUT}[\IIAE ERBAand GLYCYRRHIZAE
1289290 JBF RIS MR8 PEERSGSEPX R YRIHERA! O WHIPEREREES S lean SCUTELLARIAE
RADIX was weighed according to the weight set forth in the prescription and pulverized into a fine
powder for later use; 20(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
Example 2 Preparation of capsule of the present medication

15  Prescription:

CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS
PERICARPIUM 156 g 94 g RHIZOMA 156 g 94 g
PORIA 156 g ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 130 g 78g
RHIZOMA 94 g

SINAPIS SEMEN 130¢g RAPHANI SEMEN 78 g CINNAMOMI RAMULUS SCUTELLARIAE RADIX
78 g 156 g

FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBA and GLYCYRRHIZAE
949 225¢ RADIX ET RHIZOMA
53 g.

Preparation method:
(1) The selected clean SCUTELLARIAE RADIX was weighed according to the
weight set forth in the prescription and pulverized into a fine powder for later use;
(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
20  RAMULUS were weighed according to the weights set forth in the prescription, followed

by adding water 9 times by v/w (ml/g) of the weight of the medicinal materials, and

17



RAMULUS were weighed according to the weights set forth in the prescription, followed by adding
water 11 times by v/iw (ml/g) of the weight of the medicinal materials, and subjecting to distillation to
extract essential oils for 5 h, the essential oils were collected for later use; 5(3) the aqueous solution
obtained after distillation in step (2) was collected into another container, the herbal residue thereof
together with ATRACTYLODIS MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET

RHIZOMAsUbfdRfrAdR idEdfstilaticanth QRS B htiaRbI IS TolSowa siextszsiestinviciswitbra/aisiieeaeh
time for 2.5 hours, in which the amount of water was 10 times by v/w (ml/g) of the weight 10 of the

medicinal fRTdgigaldser the first time and 8 times by viw (ml/g) for the second time; then, the aqueous
extracts were pooled, filtrated, the distille ueous,solugion descrjped apbove was added. in the filtrate,
o 16 it e R SRS S e T SR oo S B TR, BPaUaer £o0HReTodiy
measured a0 GJgpIEerBLADUARSIGIR APRACIVELHNE BHERYEE FRRIMEAR ARATAS.
SINAPIS 15 SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,

and ARMPRUIRBAE GEVMEXRAWAEAEV dRAQDKNg to Bie wRidiO8A fortRAR FeRAEScrifltios weend
weighed and extracted twice with 50% ethanol solution in an amount of 6.5 times in volume (ml) of the

weight (o) PR EHAATIHACT AR, Wi PARIEToRYFRWEALRIRG SAATHTSIRHIE e
extacts Wt ROlEd 308 P A0k 2be B Ao R BB A e

C m
concentra\{\éd into a c?ear paste wi e relative dens herm easured

which wasrahinedorithéharsleameasierBaiRRS bGP IHiTGIRteE URE: secoRbetlife;Pmurerthe

obtained in step (1), the essential oils obtained in step (2) and the combined clear pastes obtained in
step (4) wage éousubxizadcistovere geidipd diltnatadjdhal dbfdrec Raioveopiosedstion desantpdel Ebove
Preparation of spray of the present medication Prescription: CITRI RETICULATAEPINELLIAE

RHIZOMAYRSTRIICORAHIR B BRA0ARISTNKLEE Yom GRGPPBRIZYLHEY a5 P masts iR iaPIS
R R LS AR BB o oo
CINNAMOMI RAMUS Useleteand|&drY YRR HUIARE RERIOME FREUHITIAESFRECTPUBL LARIAES
RADI gngMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
15  prescription were weighed and extracted twice with 60% ethanol solution in an amount of
5 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 2
hours and the second time for 1.5 hours; the extracts were pooled and filtrated; ethanol in
the filtrate was recovered, and the filtrate was concentrated into a clear paste with the
relative density of 1.16 thermally measured at 60 °C, and combined with the clear paste

20 obtained in step (3) for later use;

(5) the capsules were prepared with a conventional formulation process.

Example 3 Preparation of powder of the present medication

Prescription:

CITRI RETICULATAE
PERICARPIUM 125¢g

PORIA 125g

SINAPIS SEMEN 104 g

PINELLIAE RHIZOMA
1259

ATRACTYLODIS
MACROCEPHALAE

RHIZOMA 125¢

RAPHANI SEMEN 104 g

ASTERIS RADIX ET
RHIZOMA 1259

ARMENIACAE SEMEN

AMARUM 104 g

CINNAMOMI RAMULUS
18

FARFARAE FLOS 125¢

PERILLAE FRUCTUS
1049

SCUTELLARIAE RADIX



1559225gRADIX ET RHIZOMA 32 g. Preparation method: (1) The selected clean SCUTELLARIAE
RADIX was weighed according to the weight set forth in the prescription and pulverized into a fine
powder for later use;  (2) the selected clean CITRI RETICULATAE PERICARPIUM and
CINNAMOMI 5 RAMULUS were weighed according to the weights set forth in the prescription,
followed by adding water 10 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 4 h, fRd essential oils were Eolfcted for later use;

(3) the aqueous solution obtained after distillation in step (2) was collected into 10 another container,

the herbafkESidUiRARERET TR ethdP Witk APRAERBA_ ODIF IMRERBEEASHALAE RHIZOMA, PORIA,
GLYCYRRHIZAE RADIX ET RHIZGMA, FARFARAE FRO®X artFHERBY THIAE FRUCTUS was
extracted twice with water, each time for 2 hours, in whigdythe amount of water was 8 times by v/iw
(ml/g) of the weight of the medicinal materials for the first time and 8 times by v/w (ml/g) for the second
time: 15 thERPAaURMEMIE K iracts were pooled, filtrated, the distilled agqueous solution described

Gonety of 1190 28 ey hokeatod dLE L AT e AR i SRR AT A
RHIZOMAy &R I56£16rtHRE thE5re SN IS aricbE Ne RABHMD SR BbvaS o RIRERABX ET

RHIZOMA, HOUTTUYNIAE HERBA, 20 and ARMENIACAE SEMEN AMARUM according to the

weights set forfB)irthke sgtestagtiolearre WG H3E Bitd bAlddte PinRdE MRF BE% atichrGINDIANIN an
amount of 6 times in volume (ml) of the wejght (g) of the medicinal] materials, the first time for 3 hours
o e SN P ISR SRR BEoREISS LI o i PIRSHERI A ged

recovered, the {i QV@? cgng ajed | r )i 58] Fﬁrﬂﬁﬂ ity of =1:20
thermally n}}egggﬁgg at %QCV%@%W@? %m@vﬁﬁﬁe\%@gﬁéﬁg gbtameé’%@t@ﬁ%%gf Igtr(]a?
use. 5Thesliigepangies oliddirgidintstenttayt tbesessrniiiloily aotaines d3séemndPpasavire combinag

clear pastes obtained in step (4) were formulated into the spray by a conventional formulation process.
Example 1Qrtatasass@ion of injections of the present medication 10Prescription: CITRI

RETICULATAEPINELLIA HIZOMAASTERIS RADI TFARFARAE ELOS P ICARPIUM 4 95
CRHIZOMA 14D HISR AL ESLA PRNEAR OB AR MR URECEUTIR ARRRT CRERRY o
MAGROGEPHALAGAMAR WS TISIIRHIZGMA §370/5NATISSEMEN MACRAREANASRMEN
115 g CINNAMOMI RAMULUSSCUTELLARIAE RADIX 5891359 FORSYTHIAE FRUCTUS

HOUTTURMXD MER BARIA GGYCERRRIHZAE RPN g RAD RHEATRA, CRIRFRNRA P reph@atiamd
method: 1) The selected clean SCUTELLARIAE RADIX was weighed according to the weight set

forth in thé BYeScribteFafdblidizer ati e iR asbiertoiiataraigs; each time for 1.5 hours, in

which the amount of water was 8 times by v/iw (ml/g) of the weight of the medicinal
materials for the first time and 6 times by v/w (ml/g) for the second time; then, the
15 aqueous extracts were pooled, filtrated, then the distilled aqueous solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with

the relative density of 1.16 thermally measured at 60 °C for later use;
(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
20 and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 60% ethanol solution in an amount of
5 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 2
hours and the second time for 1.5 hours; the extracts were pooled and filtrated; ethanol in
the filtrate was recovered, and the filtrate was concentrated into a clear paste with the
25  relative density of 1.16 thermally measured at 60 °C, which was combined with the clear

paste obtained in step (3) for later use;
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(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI 15 RAMULUS were
weighed according to the weights set forth in the prescription, followed by adding water 10 times by
viw (ml/g) of the weight of the medicinal materials, and subjecting to distillation to extract essential oils
for 4 h, the essential oils were collected for later use; (3) the aqueous solution obtained after
distillation in step (2) was collected into 20 another container, the herbal residue thereof together with
ATRACTY L@GPiike\do Wik Wi I Adpiire B MIZOM o riveritidn 4b Eof Vi RRGH A BADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each time for 2
hours, in which the amount of water was 8 times by v/iw (ml/g) of the weight of the medicinal materials
for the first timg and 8 i by viw. (ml/g) for the second time; 5 then, the.agueous extracts were
pooled, ftratel DRI SRIA0E SRR CRE AP0 S SGBUGH the fitrate. and the
mixture ww&yp&ﬁm@ted into a clear paste with the relative density of 1.15-1.20 thermally measured
at 60 C fo ; ) the s t INELLI ERIL TUS, SINAPIS
SEMEN, Eé%m‘?léﬂééN AS?E%@%E@%?@ RHIW&%YNIA EEE%%\Q':L and
ARMENIAERESEMENAMARURE Sccording to the WeiBH%O%At f0PPin the preSéption were weighed
and extracted twice with 55% ethanol solution in an amount of 6 times in volume (ml) of the weight (g)
of the med@ieial idaterials, the firStRiETSBShours andAREEBteMdIRMENOr 1 REGH: eFEkdeaEts were
pooled and filtrated; ethanol in theAllR@EERASABCOVeredMARUMheTilirate was @docentrated into a clear
paste with the 15 relative densitgizdnib-142Q thermally measured at 60 C, which was combined with
the clear paste obtained in step (3) for later use.  The fine powder obtained in step (1), the essential
oils obtaingdipstemER) 339 4he saBIbinesEres” pasies ARIaNBMIRARRUE) Wels Frmuated g the
injections by a conventional formulation process. 20 ﬁll of the pharmaceuthg compositions of the
present invention administrated in the Test Examples o e following pharmacolo%ical and
toxicological experiments (hereinafter referred to as "the present medication") were prepared by the
procedure SEEIIRK T BXGHple 1794 NEERPRN 1 Ex39efnént6h!'dAE cough-checking effect of the
present medigation 1. Cough-ché€kihg effect on the aqfiéBls &hididAnduced cough in mice 1.1
Experimental materials 1.1.1 Medications: (1) The present medication to be tested, 6.25¢g crude
drugs/qg (i.e.,1g of the mecﬂc tion was made from 6.25g crude drugs), provided by Shijiazhuang Yiling
Pharmaceduiitia @D {€f ?ahmber: 060501, and diluted to required concentrations with distilled
water in the expeHmen lo ti iqchlerite Fatrs it f
western medigli(?e:‘q1 m&gﬁé 13% p@gﬁegdewgé%ﬁgﬁgﬁguang%%Ea%%&giﬁgﬁ%g}%@ l?gftor{%onﬁ%r:
060619, apdiyhtidatridrthunetrOpfsscrifBib G andonaVeri Ltlimo\irihe poswde (@ HatdtGisas the
positive control of a traditional Chinese medicine, 1g crude drugs/pill (0.3g of powder per pill),

produced 10byBhHixi Bleieg pelaanatd iffdaRtd | C - AAAE o & MIGAGET YDA p OV ANEOMI1 1
Lot number of oduct: 060112; valid uptil December, 2007. 1.1.2 Animal:  Sixty Kunming mice of
Grade 1| SIEMLEHHB4E5 DRHRLIES HEOLINALC 11 SRHESEb RGN 555616 b0 BBt
by Insjitute oid-haialescl MRl Brisnee iese MeadrimnOLMBUCHISAEPnbiERARS BvRDer
SCXK (Jing) 2000-0006. 1.1.3 The Formula of animal feed and nutritional ingredients: Rat
maintenarscibjfeetth g todiist b i &ijiegt e res XemliaFeitsl {603 hidhd iesssetialimite wdrsgchleciad
(2000) No0.015. Essential components [Beijing Nutrition & Health 20Inspection File (1997) No.083]:
Moisture $25d8tQISHSEBY%, protein 7.8%, fat 4.3%,

(3) the aqueous solution obtained after distillation in step (2) was collected into

another container, the herbal residue thereof together with the ATRACTYLODIS

15 MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each

time for 1 hour, in which the amount of water was 7 times by v/w (ml/g) of the weight of

the medicinal materials for the first time and 5 times by v/w (ml/g) for the second time;
then, the aqueous extracts were pooled, filtrated, then the distilled aqueous solution

20 described above was added in the filtrate, and the mixture was concentrated into a clear
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crude fiber 11.0%, lysine 1.39%, methionine + cysteine: 0.3-0.54%, calcium: 1.0%, phosphorus:
0.54%, folic acid: 21.1mg/kg, vitamin A 11.4/kg, vitamin D 98ug/kg, B vitamins: 24.11-164mg/kg,
calorie: 4.62 thermie/kg. 1.1.4 Rear condition for the animals: 25Barrier environment rearing facilities
of Laboratory Animal Center, Xiyuan Hospital, Chinese Academy of Traditional Chinese Medicine,
License number: SCXK (Jing) 2003-0808. Ambient temperature: 22-24C, Relative humidity: 45-60%.

1.1.5 Reaggste Amimpizusidhidradsitp esiducedibyoBeigng ANentignddestiSiae Cherfoedheo uddd. lot
number: 20060310. 1.2 Experimental process  The sixty healthy mice were randomly assigned into

the following si#lgtbapSiepRg aOCEIELAAAR R RAReCHERI bichFe FRLGT (38 HRYRIS the
presont meln P HA b Frtes AR A B B, R U R A

medicatiog (|- AFHRgNIALURE S SEHER dRUAAEL(P) hiscBIgihg03898n8roRightEe esepirmifigaEon

(H-dosage group, 12 g crude drug/kg). The mice were intragastrically administered g.d. at a volume of
25 mitkg fpresungriartivedreewdigtey sa b chxnactae wascel andth id0- A0BE0 et deslkeolditainmaa
tampon in 30 min post the final administration. 0.2 ml of acgjeous ammonia was sucked into a 1 ml

syringe arftiMAEE:OH g gritavabaneTtRdh ofiBpusightas ohikesredising) materiakudBavistdieerved
t dth hi i i h h b ithi inutes. isQr

i aroupioh S e S B A 73 Bl e R W BOMEE <R e e
Cough-cheeifiacrinfiaet RRHSEORERLE, MHERRS AkRAMAE RoRREAtAEBHIRNPeEAd (38R WANIRe

number (times /3 min) (n) (/kg) ( X SD) ( X SD) Control group 10
relative density of 1.15-1.20 thermally measured at 60 °C, which was combined with the
10 clear paste obtained in step (3) for later use.
The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) were formulated into the oral liquor by a

conventional formulation process.

15 Example 5 Preparation of soft capsule of the present medication
Prescription:
CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS
PERICARPIUM 147 g 152 g RHIZOMA 149 g 140 g
PORIA 105g ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 81 g 81g

RHIZOMA 1059

SINAPIS SEMEN 125¢g RAPHANI SEMEN 125g CINNAMOMI RAMULUS SCUTELLARIAE RADIX
749 149 g

FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBA and GLYCYRRHIZAE
105 ¢g 276 ¢ RADIX ET RHIZOMA
45 g.

Preparation method:
(1) The selected clean SCUTELLARIAE RADIX was weighed according to the
weight set forth in the prescription and pulverized into a fine powder for later use;

20 (2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI

21



25m1 60.1011.70 44.809.10 CHT group 10 12mg 118.3027.23- 28.409.75** L-dosage group 10 3g
68.9021.44 40.808.27 M-dosage group 10 6g 79.6022.24* 36.009.33* H-dosage group 10 12g
94.8022.27- 31.505.99** GLKCNC group 10 2g 85.4017.03

10

15

20

25

RAMULUS were weighed according to the weights set forth in the prescription, followed
by adding water 12 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 7 h, the essential oils were collected
for later use;

(3) the aqueous solution obtained after distillation in step (2) was collected into
another container, the herbal residue thereof together with ATRACTYLODIS
MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each
time for 3 hour, in which the amount of water was 11 times by v/w (ml/g) of the weight of
the medicinal materials for the first time and 9 times by v/w (ml/g) for the second time;
then, the aqueous extracts were pooled, filtrated, the distilled aqueous solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with
the relative density of 1.15-1.20 thermally measured at 60 °C for later use;

(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 40-70% ethanol solution in an
amount of 7 times in volume (ml) of the weight (g) of the medicinal materials, the first time
for 3 hour and the second time for 2 hour; the extracts were pooled and filtrated; ethanol
in the filtrate was recovered and the filtrate was concentrated into a clear paste with the
relative density of 1.15-1.20 thermally measured at 60 °C, which was combined with the
clear paste obtained in step (3) for later use.

The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) were formulated into the soft capsules by a

conventional formulation process.

Example 6 Preparation of pill of the present medication

Prescription:
CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS
PERICARPIUM 98 g 148 g RHIZOMA 148 g 105 g
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Note: *P<0.05, **P<0.01, P<0.001, as compared to the control group. It can bee seen from Table 1
that both the medium and high dosages of the 20 present medication as well as the positive control of
the medication significantly prolong the incubation period of the cough induced by aqueous ammonia
in mice and reduce the cough number, and show significant differences as compared to the blank
control group (P<0.05, P<0.01, P<0.001). 1.4. Summary The result above shows that the present
medication has an effect of significantl¥ rolong the incubation period of the cough induced b
aqueous LAt and reducir‘i’ﬁ'?fteh%2 egﬁaf'?number irfFHTES! .Aé(ﬁﬁmlf-'\éheck'f 'b‘ff’cfc't:%lllpailﬁc
acid-induced cough in mice 2.1 BXSEHAETItAH Faterials M AUMedi@ations: 87 1) The present
medication to be tested, 6.25g cRitéQagsrg gprovided by 10Shijiazhuang Yiling Pharmaceutical Co.
Ltd., lot number: 060501  (2) GLKCNC as the traditional Chinese medicine control, 1g crude
drugs/pill h3giotporidesper pilkapradiuseddy $xanxi Caulanonn ramacsuticaldoee. LisiaArppoval
number: SFDA Approval No. Z-11; Lot number of the prggyct: 060112; valid upjjj Pecember 2007.
15(3) CHT as the Western medicine control, 10 mg/tablet, produced by Beijing Shuguang
PharmaceFlgiRcz%(ITC%E IF_;[{d.CProduction date: 200606; lot number: 060619; valid until June, 2008. 2.1.2
Animal: Xty purabred guinea pigs of Grade | eveflly composad of males and females 20 with the
mean body/ $ight of 206.65 6.92§ Iprovided by Beijin&é@iﬁu &nﬁ?‘ﬁ'gxpﬁﬁeeding Center, License
number: SCXK (Jing) 2002-0005. 2.1.3 Reagent: Citric #3d, produced by Beijing Chemical Plant, lot

number: 395)904. g ]ﬁ4n@;ﬂggaatuses: 25An air pump, 4L bell-shape glass container, and a glass
araflo ; . : o :
sparger. 2. eI?xperl ntal process  The guinea pigs were individually placed into the sealed 4L

bell-shape contgyjreiavise Brsdodiea e x8eNimentand iAo AT X! WAS W silieacikbsaipryaxedrer 1
minute at a pressure of 400 mmHg through the glass sparger. The guinea pigs were screened

accordingvieitite setiéprihumbee presadigdiovithirdSorlirerizedgoineafigpaitider doutgtiatumber of less
than 10 were rejected and the qualified ones were chosen for the experiment. Sixty screened gualified

guinea pigs eveénlyR@niSREEDrG18a8s GHI e RBEL LA TAR ST KeadRtdYhEMHe ® !

groups: ( iR ith disti (5 ; - H (7
o () e e Al Rt R e phesp RS e
medicatiopyLadasapevarer .ol fithassusle diwasiia) ) the werjbmoapagmeditinaf thedriassnand
medication (M-dosage group, 3.5 g crude drugs/kg); (6) the high dosage group of the present
medicatioBUpjegdisggte glstipatiog deuesticigesapninvmisiasdzh athmaissentict @ hvggasataaied
administelfed gﬁg at a volume of 5 ml/kg for consecutive three days, while the animals in the control

|

group we é’ral hitt&red with equal amount of physiological saline. Each guinea pig was placed into

the sealed 4L pgll$AR6 GONRINGSIRiGA %‘B?d?ﬁéél“&?téip%liéﬂlﬁimﬁtrﬁi‘éﬁbﬁnﬁ?ﬁv@é’ ebRéEfeaCIAyas

sprayed for 1 minute at a pressure of 600 mmHg through the glass sparger. The guinea pigs were
obsenved émdfirecorbtitainenghtirculbatibal paksitasd the @aighogetiter within SAMRAEGIYLODIS
O AR OCEFHAL AL RHTZOMA, PORIA. GLYGVRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each
time for 2 hours, in which the amount of water was 8 times by v/w (ml/g) of the weight of
the medicinal materials for the first time and 7 times by v/w (ml/g) for the second time;
15 then, the aqueous extracts were pooled, filtrated, then the distilled aqueous solution
described above was added in the filtrate, and the mixture was concentrated into a clear

paste with the relative density of 1.15-1.20 thermally measured at 60 °C for later use;
(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
20 and ARMENIACAE SEMEN AMARUM according to the weights set forth in the

prescription were weighed and extracted twice with 60% ethanol solution in an amount of

6 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 2
23



The results are shown in Table 2. - Table 2: Cough-checking effect on guinea pigs ( X SD) Group
Number of animals Dosage Incubation period Cough number (n) (g/kg) (sec) (times/5min) Control
group 10 5m1 86.6040.07 13.804.83 CHT group 10 7mg 196.8066.22- 6.103.57 GLKCNC group 10
1.2 152.0047.56- 6.904.20-

hours and the second time for 1.5 hour; the extracts were pooled and filtrated; ethanol in
the filtrate was recovered and the filtrate was concentrated into a clear paste with the
relative density of 1.15-1.20 thermally measured at 60 °C, which was combined with the
clear paste obtained in step (3) for later use.

5 The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) were formulated into the pills by a

conventional formulation process.

Example 7 Preparation of tincture of the present medication

10  Prescription:

CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS

PERICARPIUM 148 ¢ 105 g RHIZOMA 105 g 145 g

PORIA 145g ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 117 g 125g

RHIZOMA 114 g

SINAPIS SEMEN 125g  RAPHANI SEMEN CINNAMOMI RAMULUS ~ SCUTELLARIAE RADIX
869 579 144 g

FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBA and GLYCYRRHIZAE
144 g 250 g RADIX ET RHIZOMA
33 g.

Preparation method:

(1) The selected clean SCUTELLARIAE RADIX was weighed according to the
weight set forth in the prescription and pulverized into a fine powder for later use;

(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI

15 RAMULUS were weighed according to the weights set forth in the prescription, followed

by adding water 11 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 4 h, the essential oils were collected
for later use;

(3) the aqueous solution obtained after distillation in step (2) was collected into

20 another container, the herbal residue thereof together with ATRACTYLODIS
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L-dosage group 10 1.75 109.3035.14 9.302.63* M-dosage group 10 3.5 138.7044.87* 8.202.15
H-dosage group 10 7.0 181.0058.73*** 7.503.27- 20Note: *P<0.05, **P<0.01, -P<0.001, as compared
to the control group.  The experimental results demonstrate that the high and medium dosages of
the present medication significantly prolong the cough incubation period and reduce the cough number
and show significant differences as compared to the control group (P<0.05, P<0.01, P<0.001). The low

dosage ofiAORECAPHALIASIORHIZOAVHAGN IV fiet wCeRRENZARe EARIXNUnETer FFHEZOMA,
while hasn't an apparent effect of prolonging the cough incubation period. 52.4. Summary The

above-de§@ilBEé\E’e%ﬁ|ﬁh@i§a@wtﬁé3 ﬂerJrH%Et mddichtionwis @ﬁr@ﬁ_m ovisig rvwmnww@@@hg
T L e R, B P B BT B S
e oA 5515 AU SR RS o
Test Exantpde 2ttepeuewnd oxrtadegwedispeding, difieated  ttree mhistidtat Hyvemlisataotib & tHestdbed
sputum Voe{llrjgnveeiuarlgi%edéneeciaisnu{ﬁg l‘ki)ﬁlrgthee,neﬁf!ciretﬁel'r%igﬁgee r\jvrggngglncr:neagterg?ela into a clear paste with
the relative density of 1.15-1.20 thermally measured at 60 °C for later use;
(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
10 and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 65% ethanol solution in an amount of
5 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 1 hour
and the second time for 2 hours; the extracts were pooled and filtrated; ethanol in the
filtrate was recovered, and the filtrate was concentrated into a clear paste with the
15  relative density of 1.15-1.20 thermally measured at 60 °C, which was combined with the
clear paste obtained in step (3) for later use.
The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) were formulated into the tincture by a
conventional formulation process.
20

Example 8 Preparation of syrup of the present medication

Prescription:

CITRI RETICULATAE
PERICARPIUM 99 g

PORIA 137g

SINAPIS SEMEN 105¢g

FORSYTHIAE FRUCTUS

PINELLIAE RHIZOMA
105 g

ATRACTYLODIS
MACROCEPHALAE

RHIZOMA 145¢

RAPHANI SEMEN 94 g

HOUTTUYNIAE HERBA

ASTERIS RADIX ET
RHIZOMA 115¢g

ARMENIACAE SEMEN

AMARUM 126 g

CINNAMOMI RAMULUS

609

and GLYCYRRHIZAE

FARFARAE FLOS
126 g

PERILLAE FRUCTUS

117 g

SCUTELLARIAE RADIX
126 g



1.1.1 Medications: (1) The present medication to be tested, 6.25 g crude drugs/g, provided by
20Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501. (2) GLKCNC as the traditional
Chinese medicine control, 1g crude drugs/pill (0.3g of powder per pill), produced by Shanxi Guilong
pharmaceutical Co., Ltd., Approval number: SFDA Approval No. Z-11; Lot number of the product:
060112; valid until December 2007. 25(3) Mucosolvan as a western_medicine control, 30mg/tablet, the
product of BSehringer Ingelheim I Ltd. German, lot niimber: 206362 distribution lot number:030307
1.1.2 Reagent: (1) Phenol red, 25g/bottle, produced by @éﬁjing Chemical Plant, lot number: 20006017.
(2) NaOHPfIréE%I%%ngn(ém@cal Reagents Company, lot number: 060901. 1.1.3 Animal: Sixty
SPF ICR mice evenly composed of males and females with the mean 5body weight of 19.021.2 g,
provided by Vita) River delbotetoiamnBCTUadhnoBIAEC RATI XBaifisgwaighleideaseordmyeto SGXK
(Jing) 2002-0003. 1.1.4 Instrument:  UV-visible spectrophotometer, model: UV-120-02, the product
from ShineiEhGeberahdn thafuaseortiok-rperpHamErpELRER A fingiRgvsissItay lafieeusie randomly

ik, 2) e BLBEORER SR e (S EERERE BRHO L s AlRANRC.
dosage gnauRRlIt S RIRSE W EIGRIRHRRFHRSRITE ARy ItS SEVASHA ROINS KB iptilie BReiEy

dosage group of the present medication (M-dosage group, 6 g crude drugs/kg); (6)the high dosage
group of thg @ediey meticaAidim(esdogage gralip) 12 dharudeightgs/ke Baetichralsmatasals, and
intragastrically administered q.d. at a volume of 25 ml/kg for consecutive three dai?s. The mice were

fasted butSRIPAEING IR RERGBFITHB! Sliseianert. Atreareriighinls NRHntalietd

each mouge m?griu'%qted 500mg/kg of physiological saline containing 5% phenol red. Thirty minutes
later, the mouse was sacrificed and fixed in dorsal position. The skin of neck was incised medianly and

the trachea wagseRaratibuiyRRSANBAR Ut Mcinaisanatioiedrraekieaand as ebleatyrings
needle of 7 Gauge was inserted about 0.3 cm into the trachea through the 25 opening and then

ligated firrolier a ciktsinare. The alrabdalaesidsheditierestintogetitar0. svith ofphRACIdYica3dine
ked i 1 ml syri the flush liqui irated | tube. Thi ted 3

e, 0. A CTORHIL RN WA Moo R R A A ARG e e

The oot : X - i

12008 B R e PR

calculatedipretiur Basisiaf, pheviatrethstandaot e wetéramgat Bansearbyngihendigupistie ieeisiitasmed
by t-test. 1.3. Test results 5The results are shown in Table 3. Table 3 Effect on the amount of the
phenol rethéexoretiainainmsigrials byrgrsufirsiodageand 8 times by v/w (ml/g) for the second time;

15 then, the aqueous extracts were pooled, filtrated, the distilled aqueous solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with
the relative density of 1.15-1.20 thermally measured at 60 °C for later use;

(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,

20 and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 55% ethanol solution in an amount of
7 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 2.5
hours and the second time for 2 hours; the extracts were pooled and filtrated; ethanol in
the filtrate was recovered, and the filtrate was concentrated into a clear paste with the

25  relative density of 1.15-1.20 thermally measured at 60 °C, which was combined with the
clear paste obtained in step (3) for later use.

The fine powder obtained in step (1), the essential oils obtained in step (2) and the

combined clear pastes obtained in step (4) were formulated into the syrup by a
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Animal Amount of excreted phenol red (/kg) ( n) (1.19/m1) Control group 25m1 10 0.5070.105
GLKCNC group 2g 10 1.1360.422- Mucosolvan group 16mg 10 1.5380.486 H-dosage group 12g 10
1.2920.683- M-dosage group 6g 10 1.0180.605,. L-dosage group 39

10

15

20

conventional formulation process.

Example 9 Preparation of suppository of the present medication

Prescription:

CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS

PERICARPIUM 145¢ 137 g RHIZOMA 126 g 159

PORIA 105g ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 94 g 1059
RHIZOMA 99 g

SINAPIS SEMEN 117g  RAPHANI SEMEN CINNAMOMI RAMULUS ~ SCUTELLARIAE RADIX
126 g 69 g 19g

FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBA and GLYCYRRHIZAE
126 g 325¢ RADIX ET RHIZOMA
44 g.

Preparation method:

(1) The selected clean SCUTELLARIAE RADIX was weighed according to the
weight set forth in the prescription and pulverized into a fine powder for later use;

(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
RAMULUS were weighed according to the weights set forth in the prescription, followed
by adding water 10 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 5 h, the essential oils were collected
for later use;

(3) the aqueous solution obtained after distillation in step (2) was collected into
another container, the herbal residue thereof together with ATRACTYLODIS
MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each
time for 1.5 hours, in which the amount of water was 8 times by v/w (ml/g) of the weight of
the medicinal materials for the first time and 8 times by v/w (ml/g) for the second time;
then, the aqueous extracts were pooled, filtrated, then the distilled aqueous solution

described above was added in the filtrate, and the mixture was concentrated into a clear
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10 0.6500.384 Note: *P<0.05; **P<0.01; P<0.001, as compared to the control group. It can be
seen from Table 3 that both the high and medium dosages of the present medication as well as the
positive control medication significantly increase the secretion m amount, and show significant
differences as compared to the control group (P<0.05, P<0.01, P<0.001). 1.4. Summary  The
above-described results suggest that the present medication has an effect of significantly increasing

the excreteglsspwiitmtiel vstgtiverdisesineasured-hy2oherehrely irehEliect ansipuGifoMaliemess; rats
measured by capillary 2.1 Experimental materials 2.1.1 Medications: (1) The present medication to

be tested, 6.234) dheriRRIRMES gCieRVidEN By IS Aladid g MAin & ERdkina Ee it RBIETA) Btd S INARImber:

powcer b3t GCEID) Sl B e ihboebrcd 2otia b G e,

Approval Bgq ZAREN EAET SE‘I’OEWoﬂwﬂlﬂﬁm%d@ﬂﬂd@twwmpggﬁ%mset f#h in the

Mucosolvan as a western medicine control, 30mg/tablet, the product of Boehringer Ingelheim Int. Ltd.
German, lptesonbiton20626% citybteit @thdrtraoted heiddBagn 4 524 ethamolalol uSiodyis Bifr dkfistantroice
evenly composed of males and females with the mean body weight of 174.38 7.64 g, provided by

institte oP EaBBIBEDHY YRl SERrRIenerRIGBtAG @irHheomadaioal Sertavels: dhe fse A (afer
SOXK UG 000,0008 0P FUREIISIRLIIEOESS o TR b RN BB MR ATIAM 1

assigned into the following Six groups: nk control group administere IS water (10

mi/kg); (2}rerktaeSRbaRaEEdd] and ) fliBaiefalsKEdNEeateatad L® &ToRR BN the

low dosage group of the present medication (L-dosage group, 2 g crude drug/kg); (5) the medium
dosage gralative denkiypodsenbritefichdsméilydosagergap 60 JE&rudwalrgdisg)o (Bhine thigititzage
group of the present medication (H-dosag[g group, 8 g crude drug/kg). In the experiment, each rat was

anesthetiABAhRAPERRARARA SR8 JPENRIPAIYRRIrate (10m1/kg), laid down on its back

onfics was o A R R S b S L ar LG OTIRE fan e

cartilage ketmipRicthelbye pagilagentdiniecn oftglaga cariiarioniithedengshtné Ssospariidhe bynar
diameter of 0.8 mm was inserted through the orifice in a way such that the glass capillary was just
contact thednweniigaabfareulaipeLroersa.the glass capillary was filled up with sputum, it would be
replaced immediately with another one. The sputum 25 volume in capillaries was determined in 1 hour
prior to the administration. One hour later, the animals in the experimental group were administered

duodgnally WitE)EQ?HHFedWﬁ‘?BBéFaﬁdﬂ?b‘lr@%]ocgf]tﬂé*}ynl&%éﬁhH?e@i%é}mﬂ‘als in the control group were

administered with equal amount of physiological saline. All of the animals were observed for the
average apregotipfiexcreted sputum per hour in 1 or 2 hours post administration. Comparisons among

the groupswane=peioimed by t-iagEWilE e igiage amaeriiiBe gecretion pdFRoM RIéy to
administr%gp{m B norm]agsvgalue. 2.3. Test res%ﬁzﬁ)ﬂ)\e qqgldlts are sh%ra in Table 4.

PORIA 135¢g ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 1159 1089
RHIZOMA 1289

SINAPIS SEMEN 110g  RAPHANI SEMEN CINNAMOMI RAMULUS ~ SCUTELLARIAE RADIX
130 g 66 g 120 g

FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBA and GLYCYRRHIZAE
128 g 290 g RADIX ET RHIZOMA
53 g.

Preparation method:
(1)The selected clean SCUTELLARIAE RADIX was weighed according to the weight
set forth in the prescription and pulverized into a fine powder for later use;

20 (2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
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Table 4 The effect on excreted sputum volume in rats measured by capillary ( XSD, n=10 Group
Dosage Excretion value (cm) (1kg) 1 h prior to administration 1 h post administration 2 h post
administration Blank control group 10m1 2.540.97 2.921.13 2.570.98 Difference 0.380.67 0.030.64
Change rate(%) 18.4030.05 3.5627.60

RAMULUS were weighed according to the weights set forth in the prescription, followed
by adding water 11 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 5 h, the essential oils were collected
for later use;

5 (3) the aqueous solution obtained after distillation in step (2) was collected into
another container, the herbal residue thereof together with ATRACTYLODIS
MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each
time for 2.5 hours, in which the amount of water was 10 times by v/w (ml/g) of the weight

10  of the medicinal materials for the first time and 8 times by v/w (ml/g) for the second time;
then, the aqueous extracts were pooled, filtrated, the distilled aqueous solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with
the relative density of 1.15-1.20 thermally measured at 60 °C for later use;

(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS

15 SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 50% ethanol solution in an amount of
6.5 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 2
hours and the second time for 1.5 hours; the extracts were pooled and filtrated; ethanol in

20 the filtrate was recovered, the filtrate was concentrated into a clear paste with the relative
density of 1.15-1.20 thermally measured at 60 °C, which was combined with the clear
paste obtained in step (3) for later use.

The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) were formulated into the gel by a conventional

25 formulation process.

Example 11 Preparation of spray of the present medication

Prescription:
CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS
PERICARPIUM 138¢ 144 g RHIZOMA 105 g 120 g
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Mucosolvan group 11mg 2.751.08 - 8.762.51 - 8.501.79 Difference 6.011.56- 5.751.64- Change
rate(%) 238.0577.76 67.4811.94 L-dosage group 2g 2.890.81 4.020.88* 3.150.89 Difference
1.130.77* 0.260.81

10

15

20

PORIA 131 g ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 122¢g 849
RHIZOMA 1569

SINAPIS SEMEN 119¢g RAPHANI SEMEN CINNAMOMI RAMULUS SCUTELLARIAE RADIX
95¢ 51¢ 959

FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBA and GLYCYRRHIZAE
155 ¢g 225¢ RADIX ET RHIZOMA
32g.

Preparation method:

(1) The selected clean SCUTELLARIAE RADIX was weighed according to the
weight set forth in the prescription and pulverized into a fine powder for later use;

(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
RAMULUS were weighed according to the weights set forth in the prescription, followed
by adding water 10 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 4 h, the essential oils were collected
for later use;

(3) the aqueous solution obtained after distillation in step (2) was collected into
another container, the herbal residue thereof together with ATRACTYLODIS
MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each
time for 2 hours, in which the amount of water was 8 times by v/w (ml/g) of the weight of
the medicinal materials for the first time and 8 times by v/w (ml/g) for the second time;
then, the aqueous extracts were pooled, filtrated, the distilled aqueous solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with
the relative density of 1.15-1.20 thermally measured at 60 °C for later use;

(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 55% ethanol solution in an amount of

6 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 3
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Change rate(%) 45.1135.21 12.2527.55 M-dosage group 49 2.870.58 4.870.61- 4.101.01- Difference
2.000.45- 1.230.76- Change rate(%) 73.8225.84 * 27.8314.75 H-dosage group 8g 2.540.48
5.000.65*** 4.370.79- Difference

hours and the second time for 1 hour; the extracts were pooled and filtrated; ethanol in
the filtrate was recovered, the filtrate was concentrated into a clear paste with the relative
density of 1.15-1.20 thermally measured at 60 °C, which was combined with the clear
paste obtained in step (3) for later use.

5 The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) were formulated into the spray by a

conventional formulation process.

Example 12 Preparation of injections of the present medication

10  Prescription:

CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS

PERICARPIUM 154 g 95 g RHIZOMA 149 g 106 g

PORIA 112g ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 121 g 109g

RHIZOMA 1379

SINAPIS SEMEN 110g RAPHANI SEMEN 115g  CINNAMOMI RAMULUS SCUTELLARIAE RADIX
589 1359

FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBA and GLYCYRRHIZAE
124 g 294 ¢ RADIX ET RHIZOMA
44 q.

Preparation method:

(1) The selected clean SCUTELLARIAE RADIX was weighed according to the
weight set forth in the prescription and pulverized into a fine powder for later use;

(2) the selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI

15 RAMULUS were weighed according to the weights set forth in the prescription, followed

by adding water 10 times by v/w (ml/g) of the weight of the medicinal materials, and
subjecting to distillation to extract essential oils for 4 h, the essential oils were collected
for later use;

(3) the aqueous solution obtained after distillation in step (2) was collected into

20 another container, the herbal residue thereof together with ATRACTYLODIS
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2.460.81- 1.830.60- Change rate(%) 103.9849.49- 74.0826.71 - GLKCNC group 11g 2.530.70
4.362.04 5.281.73 Difference .. 2.011.64 _ 2.931.44 Change rate(%) 87.3162.42 132.8076.71
Note:*P<0.05, P<0.01, P<0.001, as compared to the control group. It can be seen from Table 4 that
the high, medium, and low dosages of the

MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
FARFARAE FLOS, and FORSYTHIAE FRUCTUS was extracted twice with water, each
time for 2 hours, in which the amount of water was 8 times by v/w (ml/g) of the weight of
the medicinal materials for the first time and 8 times by v/w (ml/g) for the second time;
5 then, the aqueous extracts were pooled, filtrated, the distilled aqueous solution described
above was added in the filtrate, and the mixture was concentrated into a clear paste with
the relative density of 1.15-1.20 thermally measured at 60 °C for later use;
(4) the selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS
SEMEN, RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA,
10 and ARMENIACAE SEMEN AMARUM according to the weights set forth in the
prescription were weighed and extracted twice with 55% ethanol solution in an amount of
6 times in volume (ml) of the weight (g) of the medicinal materials, the first time for 3
hours and the second time for 1 hour; the extracts were pooled and filtrated; ethanol in
the filtrate was recovered, and the filtrate was concentrated into a clear paste with the
15  relative density of 1.15-1.20 thermally measured at 60 °C, which was combined with the
clear paste obtained in step (3) for later use.
The fine powder obtained in step (1), the essential oils obtained in step (2) and the
combined clear pastes obtained in step (4) were formulated into the injections by a

conventional formulation process.

20
All of the pharmaceutical compositions of the present invention administrated in the
Test Examples of the following pharmacological and toxicological experiments
(hereinafter referred to as “the present medication”) were prepared by the procedure set
forth in Example 1.
25 Test Example 1 Experiment on the cough-checking effect of the present

medication
1. Cough-checking effect on the aqueous ammonia-induced cough in mice
1.1 Experimental materials

1.1.1 Medications:
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m present medication as well as the positive control medication significantly increase the secretion
amount from the respiratory tract of rats, and show significant differences as compared to the control
group (P<0.05, P<0.01, P<0.001). 2.4. Summary The above-described results suggest that the
present medication has an effect of significantly increasing the secretion amount from the respiratory
tract of 5rats. 3 Conclusion:  The two experimental investigations described above confirm that the

present medic@tiormhas preséiectratdispadimotohlsgnediedess Bsgmpledd Edneygmeni.enig of the
dyspnea-relieving effect of the present medication 1 Dyspnea-relieving effect of the present

medicatiom@diqaéi%nma@ irmﬁd@utr@a pfydhaucsdas, ﬁimgﬁiin@muidadetpwhShﬁmhymeMMta|
materials 151.1.1. Medic pre dica tested, 6.25

orovided 5 STASFLR g dsh iR ERR 1 S10t AR IPGROREES CoNT RN e
trad|t|onaloq§]|[@§g\,g}%dﬁqﬁé:ggggll,rﬁgrﬁf crude drug/p|II (0.3g of powder), produced by ShanX|
Guilong pharmaceutical Co., Ltd., Approval 20number: SFDA Approval No. Z-11; Lot number of the

product: O601](2)v§1id|uetda§mmen*rﬂ>yedQﬁﬂﬂorld(aS)TAbimbp(ﬁMHﬁ¢ as athvesposithaglicoatcohtadl!, a
0.1g/tablet, the product from Beijing Zizhu Pharmaceutical Co., Ltd, lot number: 20061202. 1.1.2.
Animals: ?;'B%ﬁi@;f Qvﬁﬂ@?iﬁi@@nsed@“%étﬂi@b cﬁ@%d‘@ﬂe%n@%dﬁﬁbo%@d%%@e? batMasaldicalth

umber: SCkk SO BEe R0 S MR 2. Tgibotte, rom Beiing.
Shanghai TEZ‘E‘.?&Z@%%EE%?&?"&'?3?22NE:“%?%%?A’&%d(ﬁid?fﬁé%?lﬁfeﬂ“‘%?ﬁﬂﬁﬁﬁgﬁ?“ﬁbfé@% 4
Instrumenit: Atk rodring aeiny eghipanatusg ar airecomge4st r( 3gask pabdérgrenpda produced

10 by Shanxi Guilong pharmaceutical Co., Ltd., Approval number: SFDA Approval No. Z-11;

Lot number of the product: 060112; valid until December 2007.

1.1.2 Animal:

Sixty Kunming mice of Grade Il evenly composed of males and females with
the mean body weight of 19.90 + 0.66 g, provided by Institute of Laboratory

15 Animal Science, Chinese Academy of Medical Sciences, License number: SCXK
(Jing) 2000-0006.

1.1.3 The Formula of animal feed and nutritional ingredients:
Rat maintenance feed, produced by Beijing Ke Ao Xie Li Feed Co., Ltd., License
number: Jing Animal (2000) No.015. Essential components [Beijing Nutrition & Health

20 Inspection File (1997) No.083]: Moisture < 9.5%, ash < 7.8%, protein = 7.8%, fat = 4.3%,
crude fiber < 11.0%, lysine = 1.39%, methionine + cysteine: 0.3-0.54%, calcium: 1.0%,
phosphorus: 0.54%, folic acid: 21.1mg/kg, vitamin A = 11.4/kg, vitamin D = 98ug/kg, B
vitamins: 24.11-164mg/kg, calorie: 4.62 thermie/kg.

1.1.4 Rear condition for the animals:

25 Barrier environment rearing facilities of Laboratory Animal Center, Xiyuan Hospital,
Chinese Academy of Traditional Chinese Medicine, License number: SCXK (Jing)
2003-0808. Ambient temperature: 22-24 °C, Relative humidity: 45-60%.

1.1.5 Reagent:
Ammonium hydroxide, produced by Beijing Century Red Star Chemical Co., Ltd. lot
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4L bell-shape glass container. 1.2 Experimental process  The healthy guinea pigs evenly composed
of males and females were screened preciously. The guinea pigs were individually placed into the 4 L
10 bell-shape glass container and sprayed with a mixed liquid of 29'acetylcholine chloride and 0.19'
histamine phosphate in equal volumes at a pressure of 400 mmHg for 20s. After the spaying, the
guinea pigs were observed for the incubation period for asthmatic convulsion (the time that the
asthmaticraanpdlsieudaksd o occur after ceasing the spaying) within 6 minutes. The guinea pig
showing the 15 incubation period for asthmatic convulsion above 120s would not be chosen. Sixty
screened guind2giPNERE PAALIPBESS signed into the following six groups with 10 animals per group:

k) (9 e R JIGHD WD REe G as oo deblte BT e kg1 the
medicaltiop) gl 63A8 K3 SLRH REminfSte gy IRt ArHEsTKSk (Rhtae PedkMIosa9tmerespohHePEeeNt
); (6)

medication (M-dosage group, 3.5 g crude drugs/kg); (6) the high dosage group of the present
medicatiom@Akdds&B)e the Gl KGNCug dpu¢B/gagriitie arnglg)n (he tiestigro uos ages ennagas theally

administered g.d. at a volume of 5 ml/kg for consecutive three days, while the animals in the control

group ey @SRRNBRCEATION WitAQAE rREBnBd BRHASIIBRK0dalMNRMediAEORER MG OUP Of
M S DI AT R

placed into -shape glass contame yed Wi quid ace

chloride pi4g OQQéBﬁtamglﬁd@?i@?PV(ﬂ%%‘sﬁ@témg‘f@%[‘e%ﬂt@ Rfﬁﬁﬁé"@l@fgﬁ‘@@ Mg ferigdswidien,
the guinea pigs were observed for the incubation period for asthmatic convulsion (also known as the
asthma-inchichgasicidedtiogarioiteitiin @ thidtes vidlanss thé BmenitAsdde foc astenativeotinglsion
to occur and for the guinea pig to fall down after ceasing the spaying. The incubation period lasting for

mord&harf8¥sin cHAes &@§@%@%W%§p%991@7‘|t9% BltS AR KA FatedRNBAG ﬁ%'&mgps
induced o5 P B R e aloE Ot ) S e o A Faling doh
time (g/kgytsegenahdserentd & arsoiasoupripoh 68142, 2HL H44Rer Avam apuHisg ¢foiek|§.0Bhe
mouse was observed to record the cough incubation period and the cough number
within 3 minutes. Comparisons among the groups were performed by t-test.
15 1.3. Test results
The results are shown in Table 1.

Table 1: Cough-checking effect on mice

Number Dosage | Incubation period (Sec) | Cough number

of animals times /3 min
Group I ( n)

(n) (/kg) (X +SD) (X +SD)
Control group 10 25ml 60.10+11.70 44.80+9.10
CHT group 10 12mg 118.30427.23" 28.4049.75"
L-dosage group 10 39 68.90+21.44 40.80+8.27
M-dosage group 10 69 79.60+22.24° 36.00+9.33"
H-dosage group 10 129 94.80+22.27" 31.50+5.99"
GLKCNC group 10 29 85.40+17.03" 35.20+7.60°

Note: 'P<0.05, P<0.01, P<0.001, as compared to the control group.

It can bee seen from Table 1 that both the medium and high dosages of the
20 present medication as well as the positive control of the medication significantly
prolong the incubation period of the cough induced by aqueous ammonia in mice

and reduce the cough number, and show significant differences as compared to
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228.043.3 358.53.4 L-dosage group 1.75 94.729.6 - 215.453.8 M-dosage group 3.5 116.030.9*
242.264.2- H-dosage group 7 145.845.5** 266.558.2 GLKCNC group 1.2mg 123.337.0- 215.1110.2*
10Note: *P<0.05; P<0.01; P<0.001, as compared to the contro group. It can bee seen from Table 5
that both the medium and high-dosage of the present medication can significantly prolong the
incubation period and deferring the falling-down of guinea pigs with asthma induced by acetylchline

chloride pthe hisiakioe mtnosghaisinRemparisuaonith, tke:0omo ) group (P<0.05, P<0.01, P<0.001).
The low dosage of the 15present medication can significantly defer the falling-down in comparison with
the control groly$ (PL0M0BMN . 4. Summary The experimental results above show that the present

dication h ficant dys | h duced b
ootyl 20chinel D88 DG U RE Sy Hate DS LESE bR A bu Bt afito R 8ShcRL
spasm in gi4nea-RiAR - biorBRIMEdalBalsaash period of the cough induced by aqueous

5 ~ammonia and reducing the cough number in mice.

2. Cough-checking effect on citric acid-induced cough in mice
2.1 Experimental materials
2.1.1 Medications:
(1) The present medication to be tested, 6.25g crude drugs/g, provided by
10 Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501.
(2) GLKCNC as the traditional Chinese medicine control, 1g crude drugs/pill
(0.3g of powder per pill), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval
number: SFDA Approval No. Z-11; Lot number of the product: 060112; valid until
December 2007.
15 (3) CHT as the Western medicine control, 10 mg/tablet, produced by Beijing
Shuguang Pharmaceutical Co., Ltd., production date: 200606; lot number: 060619; valid
until June, 2008.
2.1.2 Animal:
Sixty purebred guinea pigs of Grade | evenly composed of males and females
20 with the mean body weight of 206.65 + 6.92¢g, provided by Beijing Keyu Animal
Breeding Center, License number: SCXK (Jing) 2002-0005.
2.1.3 Reagent:
Citric acid, produced by Beijing Chemical Plant, lot number: 960904.
2.1.4 Apparatuses:
25 An air pump, 4L bell-shape glass container, and a glass sparger.
2.2 Experimental process
The guinea pigs were individually placed into the sealed 4L bell-shape container with
prior to the experiment and a solution of 17.5% citric acid was sprayed for 1 minute at a

pressure of 400 mmHg through the glass sparger. The guinea pigs were screened
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2.1.1. Medications: (1) The present medication to be tested, 6.25 g crude drugs/g, provided by
Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501, the powdered extract thereof was
used and diluted into the required concentrations in the 5experiment.  (2) GLKCNC as a traditional
Chinese medicine control, 1g crude drugs/pill (0.3g of powder per pill), produced by Shanxi Guilong
pharmaceutical Co., Ltd., Approval number: SFDA Approval No. Z-11; production date: 2006.01.01; lot
number obthripdues B TbgrakdmdDecemnieer Abh B @neisogiidize pigs wiestercougicine
control, 0.1g/tablet, the product from Beijing Zizhu Pharmaceutical Co., Ltd, lot number: 20061202.
2.1.2. Aniftiamber gixigsahitapuiéuarguiiiectngs e thee Jeiéifg mesoveaIvGharNafal féfales

with the mean hod ight of 222.33 20. rovided by Beijing Keyu 15Anjmal Breeding, Center,
License nEMHBEI SO (g S5 2D GHE B2 SAEA B, o KRR St TRl SO o
Sigma, Cafefi5353deRAINSSS dheBEIiRY 1B HUIGHIAY SKeBRsLBAY FRCOIamIHkOadrfol Fdup
Adjuvant: Pertussis vaccine, thirty billion units/ml, 2m1/ampule, from National 20Institute of Control on
Pharmaceadivitigterdiolegicad iBtddiect watteuni®em 0 ). 2).4hiemsCGtifegtoup AR anthkgy:in@jicthg
apparatus, an air compressor, a glass nebulizer, and a 4L bell-shape glass container. 2.2

Experimeﬁih"&&@s@@gﬁh@e?@eﬁFHé’ﬁ WaY GEHEmEd it d QM des3arR 19 aHe RiinkR pRiS$REYe

sensitized, Sixty white, healthy and pur d.quinea pi ere selected and each of them was; injected
rramusc S A e g B B B RGP R T R SR
ovalbuminyrasdratrhadiediivs QM%@@{@@W&%‘.@@%W% QQQMWQHT)WF%QHQH 66§%’§éi§r%@ﬁme’
for sensitization. The sensitized animals were used In the experiment in 14 days post the injection.
Secondly e preiseals meD@p tignofthdasagstigationp, we g: caudp iy gssighdad imachedfatibvanprsils
groups with 10 animals per group: (1) the blank control group administered with distilled water

(5m1fkg); V& e eI A GRINF R 88 gheh)2t ) YREBERER AU EANSE YR GgsAayS (4)

the low d u resept.medication (L -do g - r dr )
medium ﬁ?ggqu%l?%ﬂmﬁgp p&eggr%t n?gg?(@ti&%dz@%aée %%rms ; g%rﬁ%@dﬁ%ﬁs g?;rﬁz?)uttﬁh}ee %figh
dosage gristasifitfcaressineNEdiiaieimad dasags Pladediatertss shars ko) bENesaaiveatd it test

groups were intragastrically administered at a volume of 5 10 ml/kg g.d. for consecutive five days,
while the éhisRamimppstshekingpbagweistealinmrietdd with eloeitlic Gicichavas spyeitsyieallsaingterhe
guinea pigs were individyally placed into the sealed 4L bell-shape container in 30 min post the final
i h RIS 85 e S BB ORAICR e e FHR BISSALRER R0 YefuARy for
naif o & KRy T SRGHEH IHIORSBIS WRIRGLD aRRerYRd LeSEeR dilmIEUBRIAMPS O flutes.
asthmatic convulsion and the numbers of the animals displaying dyspnea, convulsion and falling-down
as well asGleathavisbis @mongebd 30 sesamte) pEdotheedromategthout dyspnea and without
convulsion and falling-down within 6 minutes, the incubation period thereof was counted as 360 s. The
experimental rgé’ulfgeﬁfe"t%sé@%pared among the groups by t-test. The 20 number of the dead animals
was examined 'PI¥ Cpi-s&ltlarer-teesh (32'3r'1 'Il'r(leﬁtargrc,ug,s The results are shown in Table 6. Table 6 Effect on
ovalbumin-induced a?l%rglé BrSnghd spasm in Sumea pigs (n=10, X SD) Group

Table 2: Cough-checking effect on guinea pigs ( X +SD)

Number of | Dosage | Incubation period Cough number
Group animals

(n) (o/kg) (sec) (times/5min)
Control group 10 5mi 86.60+40.07 13.80+4.83
CHT group 10 7mg 196.80+66.22 6.10+3.57
GLKCNC group |10 1.2 152.00+47.56 " 6.90+4.20"
L-dosage group | 10 1.75 109.30+35.14 9.30+2.63"
M-dosage group | 10 3.5 138.70+44.87 8.20+2.15"
H-dosage group | 10 7.0 181.00458.73" 7.50+3.27"

20 Note: P<0.05, P<0.01, P<0.001, as compared to the control group.

The experimental results demonstrate that the high and medium dosages of

the present medication significantly prolong the cough incubation period and
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Dosage Incubation period Occurrence of dyspnea Occurrence of convulsion and fall-down Number of
dead animals (g/kg) (second) (second) (second) Blank control group 5m1 51.3013.51 73.7025.72
101.5040.07 9 Aminophylline group 0.05 330.0051.69... ... 352.5023.72

reduce the cough number and show significant differences as compared to the
control group (P<0.05, P<0.01, P<0.001). The low dosage of the present
medication has a significant effect of reducing the cough number (P<0.05), while
hasn’t an apparent effect of prolonging the cough incubation period.
5 2.4. Summary
The above-described result indicates that the present medication has an effect of

significantly prolonging the cough incubation period and reducing the cough number.

3 Conclusions:
The experimental investigations described above show that the present medication
10 has an effect of significantly prolonging the incubation period of the cough induced by
agueous ammonia or citric acid and reducing the cough number in mice, which suggests

that the present medication has cough-checking effect.

Test Example 2 Experiment on phlegm-dispelling effect of the present

15 medication

1 Effect on sputum volume in mice measured by phenol red

1.1 Experimental materials

1.1.1 Medications:

(1) The present medication to be tested, 6.25 g crude drugs/g, provided by

20  Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501.

(2) GLKCNC as the traditional Chinese medicine control, 1g crude drugs/pill
(0.3g of powder per pill), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval
number: SFDA Approval No. Z-11; Lot number of the product: 060112; valid until
December 2007.

25 (8) Mucosolvan as a western medicine control, 30mg/tablet, the product of
Boehringer Ingelheim Int. Ltd. German, lot number: 206362, distribution lot
number:030307.

1.1.2 Reagent:

(1) Phenol red, 25¢g/bottle, produced by Beijing Chemical Plant, lot number:
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360.000.00... L-dosage group 1.75 - 105.2046.30 142.9072.30 196.80111.64. 5 M-dosage group 3.5
123.5043.90 249.6097.03- H-dosage group 7 188.5077.64 306.0085.04- GLKCNC group 1.2mg
84.6032.17 255.00103.57-

20006017.
(2) NaOH, from Beijing Chemical Reagents Company, lot number: 060901.
1.1.3 Animal:
Sixty SPF ICR mice evenly composed of males and females with the mean
5 body weight of 19.02+1.2 g, provided by Vital River Laboratory Animal Technology
Co., Ltd., Beijing, and License number: SCXK (Jing) 2002-0003.
1.1.4 Instrument:
UV-visible spectrophotometer, model: UV-120-02, the product from Shimadzu
Corporation, Japan.
10 1.2 Experimental process
Sixty healthy mice were randomly assigned into the following six groups: (1)
the blank control group administered with distilled water (25 ml/kg); (2) the
Mucosolvan group (16 mg/kg); (3) the GLKCNC group (2 g crude drugs/kq); (4)
the low dosage group of the present medication (L-dosage group, 3 g crude
15 drugs/kg); (5) the medium dosage group of the present medication (M-dosage
group, 6 g crude drugs/kg); (6)the high dosage group of the present medication
(H-dosage group, 12 g crude drugs/kg). Each mouse was intragastrically
administered g.d. at a volume of 25 ml/kg for consecutive three days. The mice
were fasted but had Ad libitum access to water prior to the experiment. After the
20 final administration, each mouse was injected 500mg/kg of physiological saline
containing 5% phenol red. Thirty minutes later, the mouse was sacrificed and
fixed in dorsal position. The skin of neck was incised medianly and the trachea
was separated. A tiny opening was cut on the separated trachea and an obtuse
syringe needle of 7 Gauge was inserted about 0.3 cm into the trachea through the
25 opening and then ligated firmly with a silk suture. The airway was washed three
times with 0.5 ml of physiological saline sucked into a 1 ml syringe and the flush
liquid was aspirated into a test tube. This step was repeated 3 times. 0.1ml of
1mol/L NaOH was added to the flush liquid in the tube, allowing the liquid to be

basic. The optical density (OD) value of the flush liquid was measured by a
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Note: *P<0.05; P<0.01; P<0.001, as compared to the control group. It can bee seen from Table 6
that the low, medium and high dosages of the present medication as well as the positive control
medication can prolong the asthma incubation period, defer occurrence of dyspnea, convulsion and
fall-down, 5and reduce the number of dead animals, and show significant differences as compared to
the control group (P<0.05, P<0.01, P<0.001). 2.4. Summary  The experimental results show that the
low, mediuw-ansithig hspesaansafthe preseny mediaadan carwiodog dghie wicslaaion pieriadichthiee
allergic bronchial 10 spasm and defer the occurrence of dyspnea, convulsion and fall-down, and can

also redudevgleoh rfiBBe bfesk it tagitiashHigy s rigeahiy asreaicriairptes ékralbaﬁimqﬁmh@t@hMgic
bronchial s Conc e two experimental investi atl de ed above suggest
that e 15 BCBIR A atioN R 50 BR T 1aEH  Cy B Y oY A ammaton
experiment of thg preserismegdication 1. Effect on xylene-induced ear swelling in mice 1.1.
Experimental materials 201.1.1. Animals:  Sixty Kunming male mice of Grade Il with the mean body
weight of 19.7 7 e9degufioacked hyvimei bréabiegdarm of the Institute of Laboratory Animal Science,
Chinese Academy of Medical Sciences, License number: SCXKCSJln g) 2000-0006. 1.1.2. Medications:
25(1) The oresbAPIACAIEAiRSH RO R SR WP 0 b e i BAR] T8I RS GIRIE B SRR HUBAS Piling
Pharmaceltjcal Co. Ltd., lot number: 060501 GLKCNC as 3 traditinab Chineseruditioe
control, 1g|c rfﬂ@':?:irugs/pill (0.3g of powder pe ﬁ)g ffodu ed%vrg‘ﬂanm SpHems phggmacedutical Co.,
Ltd., Apprcval nUMbeT. SFDA Approval No. Z-1] ot numbe(rgj the produict: UbUJ€ /Nﬁlyd antil

Decembert2 o) renteric-coated-ta 1] r.a a-westertrmedicin bUIILIUI U0 IlaUICt,
produced \ﬁ?ﬂ”@\lﬁ{ﬁ%u econd Pharmaceuti¢ %ﬂctorv\ at%umber: 0111H80FER 18Rve-descrined

medicationsGid¢€ Cngutatpd with distilled watéldinto the required concenfratitBBHd. 422 experimentt.
1.2 Expermn(t@l%@g%ﬁ?a@&lxty healthy ml“qe(yh%e O{ply aSS|gned |qt%§$%gaﬂggrmg ilx groups

ha caontral ﬂrn Fa¥allaYal c\'\ [Ta¥al ey

Wlth 10 a.n "naaro Pbl UICUP \.I. uare ovuritruul I MUIIIIIII\JtL’ \ v | VVII..II rJIIy\JIU ﬁl\;ul SIS \.‘_\J IIIIII\H} (2)

the Aspirin| dFARSAIS GIRYP (3) the GLKCNC LTr%ﬁp (2 g cfddk drugs/kg);| (1P R&Rsage group of
the present meftisatienytbtilvsage group, 3g gréde drugs/Kg)n(5) the medjundesagogroup of the

present 1% 8 jscation rsow-aosage group, 69 & drugs7kgy, (e)the high PEegeguRp orthe prasent
medlcatlon_gﬁasgge_gmp,_l.zg_cwdg_dwg' } | t groups-were intragastrically

administefghat a lugmesor 3551490 P {5 eRTsesu s RERGa e HigohyRoalp i the blank

group were administered with equal volume of phy3|olog|cal saline. 0.1 ml of xylene was dropped onto
the right ear of 20 e ch mous in er th mi |str tion 3. Fifteen minutes Iater
tho animel was CERRTUB A B WEARARE HoBeUAEHE [ BR L esReSr e T Bl
same siteg,n;igide R IS aHAGSI TN RIRGR? Fﬁ%‘uéﬁﬁ&gg MG AR e WRkoakR e tion

respectively on an electronic balance. The degree of ear swelling or each mouse was calculated by
subtractioambtirg, varightbbthesigftiiidace tifferthradesf the cgimpared to the control group (P<0.05,

P<0.01, P<0.001).

1.4. Summary
The above-described results suggest that the present medication has an effect of

significantly increasing the excreted sputum volume in mice measured by phenol red.

15 2 Effect on sputum volume in rats measured by capillary
2.1 Experimental materials
2.1.1 Medications:
(1) The present medication to be tested, 6.25 g of crude drug/g, provided by
Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501.
20 (2) GLKCNC as the traditional Chinese medicine control, 1g crude drugs/pill
(0.3g of powder per pill), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval
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25 piece. Comparisons of the degree of ear swelling among the groups were performed by t-test. 1.3.
Test results The results are shown in Table 7. Table 7 Effect of the present medication on
xylene-induced mouse ear swelling (n=10, X SD) Group Dosage Number of animals Swelling rate
(g/kg) (mg) Blank control group 25m1/kg 10 7.502.07 Aspirin group 0.2 10 3.500.71*** GLKCNC
group 2 10 4.801.87** L-dosage group 3

number: SFDA Approval No. Z-11; Lot number of the product: 060112; valid until

December 2007.
(8) Mucosolvan as a western medicine control, 30mg/tablet, the product of
Boehringer Ingelheim Int. Ltd. German, lot number: 206362, distribution lot

5 number:030307.

2.1.2 Animal:

Sixty SPF Wistar mice evenly composed of males and females with the mean body
weight of 174.38 + 7.64 g, provided by Institute of Laboratory Animal Science, Chinese
Acadamy of Medical Sciences, and License number: SCXK (Jing) 2000-0006.

10 2.2 Experimental process
The sixty healthy rats were randomly assigned into the following six groups: (1) the
blank control group administered with distilled water (10 ml/kg); (2) the Mucosolvan group
(11 mg /kg); (3) the GLKCNC group (1.5 g crude drug/kg); (4) the low dosage group of the
present medication (L-dosage group, 2 g crude drug/kg); (5) the medium dosage group of
15 the present medication (M-dosage group, 4 g crude drug/kg); (6)the high dosage group of
the present medication (H-dosage group, 8 g crude drug/kg). In the experiment, each
rat was anesthetized intraperitoneally with 3.5% of chloral hydrate (10ml/kg), laid
down on its back horizontally and fixed. The skin of neck was incised and the
trachea was separated, on which an orifice was pricked with a syringe needle at
20 the median site of the lower edge of the thyroid cartilage between the two
cartilages. A piece of glass capillary with the length of 5 cm and the inner diameter
of 0.8 mm was inserted through the orifice in a way such that the glass capillary
was just contact the inner wall of the trachea. When the glass capillary was filled
up with sputum, it would be replaced immediately with another one. The sputum
25 volume in capillaries was determined in 1 hour prior to the administration. One
hour later, the animals in the experimental group were administered duodenally
with the medications at a volume of 10 ml/kg, while the animals in the control
group were administered with equal amount of physiological saline. All of the

animals were observed for the average amount of excreted sputum per hour in 1 or
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10 6.202.25 M-dosage group 6 10 5.301.77* H-dosage group 12 10 5.001.25** Note: *P<0.05;
P<0.01; P<0.001, as compared to the control group.  As shown in Table 7, the right ears of the mice
in the control group swell significantly with increased thickness and differences between the pieces
from the right and left ears 5 is obvious. The high and medium dosages of the present medication as
well as the positive control medication can significantly inhibit the xylene-induced ear inflammation in
mice as the seieting sdtrighhaaistimiuee ©duoearionscanttynanchehgrosipsificard gierennes asy
compared to the control group (P<0.05, P<0.01), while the low dosage of the present medication
doesn't sHol@ Sippaiethe0 ¥R EATRY-ATADIBEyEHER SR WBESIAYHIND SigHITIBARIdIReAsHBENESt CliFared
to the control group. The experimental results show that the medium and high dosages of the present
medicatioﬁeﬂé{q\/égo%ﬁe? Q&fﬁ%hﬁﬁﬁ’aﬁmn effect on the xylene-induced ear swelling mouse model. 1.4.
Summary 15Thezexpsfiragpi@l results show that the medium and high dosages of the present
medication exert significant anti-inflammation effect on the xyleneinduced ear swelling mouse model.
2. Effect on caifhgemrsuiitdueeshomalliimg Tdlvéd'stfootpad 2.1. Experimental materials 2.1.1.
Medications: (1) The present medication to be tested, 6.25g crude drugs/g, provided by _
ShijiazhuanBaWIﬂwg PRarRiiRd @it aKeSIedISPBIUMYRIEMEdDs8ts MegsmddyNeritaatiaditetal
Chinese medicine control, 1g crude drugs/pill (0.3g 5=P(.f) owder), produced by Shanxi Guilong

pharmaceuur;aLCgthd#g(ﬁmuaL% . —Z-11; :
060112; valid until DecemndP28892. | (3) Aspirin enteric-B¥HRIQTABIEE & western medicine control,

0.3 g/tablet@p?@l@iuced_ by _Yant(a the Setbmdid®harmaceu |qa}1l Fa%to(mi, Iotr Erl}%rrpber:mmlﬁz 10The
above-described medication

ere prepareddnitidhe require SRR withzdistinietlatsier in the
experimenig nddairageenan, fron] SIGMA, Tot number: 1T7H0I51, prepared jnto required

ConcentraﬂSH)%léor the experﬂﬂ@}ht_ 2.54+0.97 2.92+1.13 2.57+0.98
Difference 0.38%+0.67 0.03+0.64
Change rate(%) 18.40+30.05 3.56+27.60
M |
veosolvan 1img | 2.75+1.08 8.7642.51 8.50+1.79
group
Difference 6.01+1.56 5.75+1.64
Change rate(%) 238.05+77.76 67.48+11.94
L-dosage group | 29 2.89+0.81 4.02+0.88" 3.15+0.89
Difference 1.130.77 0.26+0.81
Change rate(%) 45.11+35.21 12.25+27.55
M-dosage group | 4g 2.87+0.58 4.87+0.61 4.10+1.017
Difference 2.00+0.45 1.23+0.76~
h % .
Change rate(%) | 24 55105 84 07.83+14.75
H-dosage group | 8g 2.54+0.48 5.00+0.65 4.37+0.79"
Difference 2.46+0.81" 1.83+0.60
Change rate(%) 103.98+49.49" 74.08+26.71
11 2.53+0.70 4.362.04 5.28+1.73"
GLKCNC group g - =
Difference 2.01+1.64 2.93+1.44
Change rate(%) 87.31162.42 132.80+76.71

Note: P<0.05, P<0.01, P<0.001, as compared to the control group.

It can be seen from Table 4 that the high, medium, and low dosages of the
10 present medication as well as the positive control medication significantly
increase the secretion amount from the respiratory tract of rats, and show

significant differences as compared to the control group (P<0.05, P<0.01,
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2.1.2. Animals: 15Sixty while Wistar male rats of Grade | with the mean body weight of 157.05 8.49 g,
provided by Institute of Laboratory Animal Science, Chinese Academy of Medical Sciences, License
number: SCXK (Jing) 2000-0006. 2.2 Experimental process The sixty healthy rats were randomly
assigned into the following six groups: (1) the 20 blank control group administered with distilled water
(10 ml/kg); (2) the Aspirin group (150 mg/kg); (3) the GLKCNC group (1.5 g crude drugs/kg); (4) the
low dosage-gyap19f the present medication (L-dosage group, 2 g crude drugs/kg); (5) the medium
dosage group of the present medication (M-dosage group, 4 g crude drugs/kg); (6)the high dosage
group of the?gteSetffM@dication (H-dosage group, 8 g crude drugs/kg). The 25 volume of the left hind

foot of each animal determined by, capillar plification met ognwas used as the value pripr to
acministation. T AARVREARIE ol AL SHON M dGrody e e PR G et 76
mi/mg q.de fR¥ GABSBRYINRENES fhid 2N the dRIRIAdM tmeRMIQl e YR VRS IERE AP isof
administered with the equal volume of physiological saline. Each rat was inflamed by subcutaneous
injection G-@tsml of 1% carrageenan into the rat left footpad in 30 min post the final administration. The
volumes (ml) of the rat left hind foot were determined at 0.5, 1, 2, 4, and 6 hours after inflammation.
Comparisons anegs E1aSigHPs Wwere performed on the difference between the left foot volumes
before and after inflammation by t-test. 52.3. Test results The results are shown in Table 8. Table 8
Effect on carrageenaveircdypeathsaeiihinobstigdtiomad ¢zt e Abp Geaymbosada Beferpresent
inflammation Changes of foot volume after inflammation (ml) (g/kg) Foot volume (ml) 05h 1h 2h 4h 6h
Control gro\@slioaévioRas 3op ehect of dispelling phlegm.

10 Test Example 3 Experiment on dyspnea-relieving effect of the present

medication

1 Dyspnea-relieving effect of the present medication on the panting in
the guinea pig induced by histamine plus acetylcholine

1.1 Experimental materials

15 1.1.1. Medications:

(1) The present medication to be tested, 6.25 g crude drugs/g, provided by
Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501.

(2) GLKCNC as the traditional Chinese medicine control, 1g of crude drug/pill
(0.3g of powder), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval

20 number: SFDA Approval No. Z-11; Lot number of the product: 060112; valid until
December 2007.

(8) Aminophylline as a western medicine control, 0.1g/tablet, the product from
Beijing Zizhu Pharmaceutical Co., Ltd, lot number: 20061202.
1.1.2. Animals:

25 Sixty white purebred guinea pigs of Grade | evenly composed of males and
females with the mean body weight of 198.55 + 6.30g, provided by Beijing Keyu
Animal Breeding Center, License number: SCXK (Jing) 2002-0005.

1.1.3 Reagent:

(1) Acetylcholine chloride, 1g/bottle, from Beijing Chemical Reagents
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1.370.04 1.420.04 1.420.05 1.420.04 Difference 0.350.07 0.410.05 0.460.05 0.460.07 0.460.05
Snelling rate (/0) 36.608.62 43.256.48 48.476.41 48.328.27 48.266.22 Aspirin group 0.15 0.98fJ.03
1.190.04 1.230.04 1.270.02 1.300.04

Company, lot number: 060211.
(2) Histamine phosphate, 5g/bottle, from Shanghai Institutes of Biological
Science, Chinese Academy of Sciences, Production No. 1702.
1.1.4 Instrument:
5 An asthma-inducing apparatus, an air compressor, a glass nebulizer, and a
4L bell-shape glass container.
1.2 Experimental process
The healthy guinea pigs evenly composed of males and females were
screened preciously. The guinea pigs were individually placed into the 4 L
10 bell-shape glass container and sprayed with a mixed liquid of 2% acetylcholine
chloride and 0.1% histamine phosphate in equal volumes at a pressure of 400
mmHg for 20s. After the spaying, the guinea pigs were observed for the incubation
period for asthmatic convulsion (the time that the asthmatic convulsion takes to
occur after ceasing the spaying) within 6 minutes. The guinea pig showing the
15 incubation period for asthmatic convulsion above 120s would not be chosen. Sixty
screened guinea pigs were randomly assigned into the following six groups with
10 animals per group: (1) the control group administered with distilled water (5
ml/kg); (2) the Aminophylline group (0.05 g/kg); (3) the GLKCNC group (1.2 ¢
crude drug/kg); (4) the low dosage group of the present medication (L-dosage
20 groups, 1.75g crude drugs/kg); (5) the medium dosage group of the present
medication (M-dosage group, 3.5 g crude drugs/kg); (6) the high dosage group of
the present medication (H-dosage group, 7 g crude drugs/kg). The animals in the
test groups were intragastrically administered g.d. at a volume of 5 ml/kg for
consecutive three days, while the animals in the control group were administered
25 with equal amount of physiological saline. An asthma-inducing experiment was
performed in 30 min post the final administration. The guinea pigs were
individually placed into the 4 L bell-shape glass container and sprayed with a
mixed liquid of 2% acetylcholine chloride plus 0.1% histamine phosphate in equal

volumes at a pressure of 400 mmHg for 20s. Then, the guinea pigs were observed
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1.240.03 Difference 0.210.05*** 0.250.03*** 0.290.03*** 0.320.04*** 0.260.04*** Snelling rate (/0)
21.45.49%* 25.43.87*** 29.74.00%** 32.804.78*** 26.263.95*** Inhbition rate (/0) 41.53 41.19 38.63
32.11 45.59 GLKCNC group 1.5

10

15

20

for the incubation period for asthmatic convulsion (also known as the
asthma-inducing incubation period) within 6 minutes, that is, the time it takes for
asthmatic convulsion to occur and for the guinea pig to fall down after ceasing the
spaying. The incubation period lasting for more than 6 min was counted as 360 s.
The experimental results were compared among the groups by t-test.

1.3. Test results

The results are shown in Table 5.

Table 5 Effect on dyspnea of guinea pigs induced by histamine plus

acetylcholine (n=10, X +SD)

Group Dosage | Incubation period | Falling-down time
(9/kQ) (second) (second)

Control group 5ml 68.6142.2 129.41+49.5
Aminophylline group 0.05 228.0+43.3" 358.5+3.4
L-dosage group 1.75 94.7+29.6 215.4453.8"
M-dosage group 35 116.0£30.9° 242.2+64.2"
H-dosage group 7 145.8445.5" 266.5458.2"
GLKCNC group 1.2mg 123.3+37.0° 215.1+110.2°

Note: 'P<0.05; P<0.01; P<0.001, as compared to the control group.

It can bee seen from Table 5 that both the medium and high-dosage of the present
medication can significantly prolong the incubation period and deferring the falling-down
of guinea pigs with asthma induced by acetylchline chloride plus histamine phosphate in
comparison with the control group (P<0.05, P<0.01, P<0.001). The low dosage of the
present medication can significantly defer the falling-down in comparison with the control
group (P<0.05).

1.4. Summary

The experimental results above show that the present medication has a
significant dyspnea-relieving effect on asthma of guinea pigs induced by acetyl-

chline chloride plus histamine phosphate.

2. Effect on ovalbumin-induced allergic bronchial spasm in guinea pigs

2.1 Experimental materials
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0.980.04 1.250.06 1.310.04 1.360.04 1.370.06 1.310.06 Differenc e 0.270.06* 0.330.04***
0.380.04*** 0.290.05*** 0.330.06* Snelling rate (/0) 27.296.41* 33.24.27*** 38.615.29** 39.856.84*
33.726.88*** Inhbition rate (/0) 25.41 23.06

2.1.1. Medications:

(1) The present medication to be tested, 6.25 g crude drugs/g, provided by
Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501, the powdered
extract thereof was used and diluted into the required concentrations in the

5 experiment.

(2) GLKCNC as a traditional Chinese medicine control, 1g crude drugs/pill
(0.3g of powder per pill), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval
number: SFDA Approval No. Z-11; production date: 2006.01.01; lot number of the product:
060112; valid until December 2007.

10 (8) Aminophylline as a western medicine control, 0.1g/tablet, the product from
Beijing Zizhu Pharmaceutical Co., Ltd, lot number: 20061202.
2.1.2. Animals:
Sixty white purebred guinea pigs of Grade | evenly composed of males and
females with the mean body weight of 222.33 = 20.0g, provided by Beijing Keyu
15 Animal Breeding Center, License number: SCXK (Jing) 2002-0005.
2.1.3 Reagents:
(1) Antigen: Ovalbumin, 50g /bottle, from Sigma, Cat: A5253, packinged by
Beijing Xin Hui Ze Ao Science and Technology Co., Ltd.
(2) Adjuvant: Pertussis vaccine, thirty billion units/ml, 2ml/ampule, from National
20 Institute of Control on Pharmaceutical and Biological Product, lot number: 04-1.

2.1.4 Instrument:

An asthma-inducing apparatus, an air compressor, a glass nebulizer, and a
4L bell-shape glass container.

2.2 Experimental process

25 The experiment was performed in two stages. Firstly, the guinea pigs were
sensitized. Sixty white, healthy and purebred guinea pigs were selected and each of
them was injected intramuscularly at the rear leg with 4 mg of ovalbumin (0.1ml of
physiological saline containing 4% ovalbumin) and at same time injected intraperitoneally

with 2x10'° bacteria of the pertussis vaccine, for sensitization. The sensitized animals
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20.35 17.52 30.13 L-dosage group 2 0.980.03 1.230.03 1.300.03 1.330.03 1.400.02 1.350.02
Differenc e 0.250.03** 0.320.03*** 0.350.02*** 0.290.07*** 0.380.04*** Snelling rate (/0) 25.853.70**
33.03.70*** 36.23.20*** 43.484.27 38.495.10**

were used in the experiment in 14 days post the injection. Secondly, the animals at
Day 10 of the sensitization were randomly assigned into the following six groups
with 10 animals per group: (1) the blank control group administered with distilled
water (5ml/kg); (2) the Aminophylline group (0.05g/kg); (3) the GLKCNC group
5 (1.2g crude drugs/kg); (4) the low dosage group of the present medication
(L-dosage group, 1.75g crude drugs/kg); (5) the medium dosage group of the
present medication (M-dosage group, 3.5g crude drugs/kg); (6) the high dosage
group of the present medication (H-dosage group, 7g crude drugs/kg). The
animals in the test groups were intragastrically administered at a volume of 5
10 ml/kg g.d. for consecutive five days, while the animals in the blank group were
administered with equal volume of physiological saline. The guinea pigs were
individually placed into the sealed 4L bell-shape container in 30 min post the final
administration and sprayed with a solution of 5 % ovalbumin at the constant
pressure of 400 mmHg for half of a minute. The sprayed guinea pigs were
15 observed to record the incubation period of asthmatic convulsion and the numbers
of the animals displaying dyspnea, convulsion and falling-down as well as death
within 6 minutes (360 seconds). For the animal without dyspnea and without
convulsion and falling-down within 6 minutes, the incubation period thereof was counted
as 360 s. The experimental results were compared among the groups by t-test. The
20 number of the dead animals was examined by Chi-square-test.
2.3. Test results
The results are shown in Table 6.

Table 6 Effect on ovalbumin-induced allergic bronchial spasm in guinea pigs

(n=10, X +£SD)
. Occurrence of | Number
Incubation Occurrence of ,
G Dosage eriod dvspnea convulsion and of dead
roup P ysp fall-down animals
(o/kg) (second) (second) (second)
Blank control group | 5ml 51.30+13.51 73.70+25.72 101.50+40.07 9
Aminophylline group | 0.05 330.00451.69 | 352.50+23.72" | 360.00+0.00 0"
L-dosage group 1.75 105.20446.30 | 142.90+72.30° | 196.80+111.64
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Inhbition rate (/0) 29.35 23.66 25.16 10.03 20.25 M-dosage group 4 0.980.04 1.160.05 1.240.04
1.290.04 1.330.03 1.270.03 Differenc e 0.230.03*** 0.270.03*** 0.320.02*** 0.360.02*** 0.280.02***
Snelling rate (/0)

M-dosage group 3.5 123.50443.90 | 167.60+51.53 | 249.60+97.03" |3
H-dosage group 7 188.50+77.64 | 257.00+96.84 | 306.00+85.04 |2’
GLKCNC group 1.2mg | 84.60+32.17" | 165.80+78.91 | 255.00+103.57 |3

Note: 'P<0.05; P<0.01; P<0.001, as compared to the control group.

It can bee seen from Table 6 that the low, medium and high dosages of the
present medication as well as the positive control medication can prolong the
asthma incubation period, defer occurrence of dyspnea, convulsion and fall-down,

5 and reduce the number of dead animals, and show significant differences as
compared to the control group (P<0.05, P<0.01, P<0.001).

2.4. Summary

The experimental results show that the low, medium and high dosages of the
present medication can prolong the incubation period of the allergic bronchial

10 spasm and defer the occurrence of dyspnea, convulsion and fall-down, and can
also reduce the number of dead animal, thus significantly ameliorating the

ovalbumin-induced allergic bronchial spasm.

3 Conclusion:
The two experimental investigations described above suggest that the

15 present medication has an effect of relieving dyspnea.

Test Example 4 Anti-inflammation experiment of the present medication

1. Effect on xylene-induced ear swelling in mice

1.1. Experimental materials

20 1.1.1. Animals:

Sixty Kunming male mice of Grade Il with the mean body weight of 19.77 £ 0.91 g,
provided by the breeding farm of the Institute of Laboratory Animal Science, Chinese
Academy of Medical Sciences, License number: SCXK (Jing) 2000-0006.

1.1.2. Medications:

25 (1) The present medication to be tested, 6.25 g crude drugs/g, provided by
Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501.
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24.02.82*** 28.42.57*** 32.82.08*** 37.182.99*** 28.862.53***  Inhioftion rate (/0) 34.26 34.31
32.31 23.06 40.19 8 0.970.04 1.140.03 1.210.02

10

15

20

25

(2) GLKCNC as a traditional Chinese medicine control, 1g crude drugs/pill
(0.3g of powder per pill), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval
number: SFDA Approval No. Z-11; Lot number of the product: 060112; valid until
December 2007.

(3) Aspirin enteric-coated tablet as a western medicine control, 0.3 g/tablet,
produced by Yantai the Second Pharmaceutical Factory), lot number: 011102. The
above-described medications were formulated with distilled water into the
required concentrations in the experiment.

1.2. Experimental process

Sixty healthy mice were randomly assigned into the following six groups
with 10 animals per group: (1) the control group administered with physiological
saline (25 ml/kg); (2) the Aspirin group (0.2 g/kg); (3) the GLKCNC group (2 g
crude drugs/kg); (4) the low dosage group of the present medication (L-dosage
group, 3g crude drugs/kg); (5) the medium dosage group of the present
medication (M-dosage group, 6g crude drugs/kg); (6)the high dosage group of
the present medication (H-dosage group, 129 crude drugs/kg). The animals in the
test groups were intragastrically administered at a volume of 25 ml/kg q.d. for
consecutive three days, while the animals in the blank group were administered with
equal volume of physiological saline. 0.1 ml of xylene was dropped onto the right ear of
each mouse in 30 minutes after the administration at Day 3. Fifteen minutes later, the
animal was sacrificed by dislocation. Holes were punched with a hole puncher of 6 mm at
the same sites on the right and left auricles. The pieces from the right and left ears were
weighted respectively on an electronic balance. The degree of ear swelling for each
mouse was calculated by subtraction of the weight of the left piece from that of the right
piece. Comparisons of the degree of ear swelling among the groups were performed by
-test.

1.3. Test results

The results are shown in Table 7.

Table 7 Effect of the present medication on xylene-induced mouse ear swelling
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1.250.04 1.300.03 1.240.03 Differenc  H-dosage e 0.230.04*** 0.300.07n 0.360.06*** 0.20.11***
0.350.10** group Swelling rate (/0) 22.94.21*** 31.047.81** 36.537.28** 41.3310.17 35.4411.02***

(n=10, X £SD)

Dosage Number of animals | Swelling rate
Group

(g/kg) (mg@)
Blank control group 25ml/kg 10 7.50+2.07
Aspirin group 0.2 10 3.5040.71***
GLKCNC group 2 10 4.80%1.87**
L-dosage group 3 10 6.20+2.25
M-dosage group 6 10 5.30%1.77*
H-dosage group 12 10 5.00%1.25**

Note: 'P<0.05; P<0.01; P<0.001, as compared to the control group.

As shown in Table 7, the right ears of the mice in the control group swell significantly
with increased thickness and differences between the pieces from the right and left ears
5 is obvious. The high and medium dosages of the present medication as well as the
positive control medication can significantly inhibit the xylene-induced ear
inflammation in mice as the swelling of right ears in mice reduced significantly and
show significant differences as compared to the control group (P<0.05, P<0.01),
while the low dosage of the present medication doesn’t show apparent
10  swelling-inhibitory effect and displays no significant difference as compared to the
control group. The experimental results show that the medium and high dosages
of the present medication have better anti-inflammation effect on the
xylene-induced ear swelling mouse model.
1.4. Summary
15 The experimental results show that the medium and high dosages of the
present medication exert significant anti-inflammation effect on the xylene-

induced ear swelling mouse model.

2. Effect on carrageenan-induced swelling of rat’s footpad

2.1. Experimental materials
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Inhioftion rate (/0) 37.32 28.24 24.63 14.46 26.57 Note: *P<0.05; ** P<0.01; *'"P<0.001, as
compared to the control group.  As shown in Table 8, the low, medium and high dosages of the
present medication as well as the positive control medication have significant effect on inhibition of
swelling of rat's foot at each time points of 0.5, 1, 2, 4, and 6 hours after inflammation and show
5significant differences as compared to the control group (P<0.05, P<0.01, P<0.001). 2.4. Summary
The results suggest Madibations:medium and high dosages of the present medication exert an effect
of significantly inhibiting the carrageenan-induced swelling inflammation of rat's footpad. 103. Effect on

samall tampori-indiéed grapammaedicati®@l texperitestts) ntaiirtalsridel. HEsMs Previeedvisr
orovided 15 WA I BAFREAIGE SPLStn M R Silnce, Chinese Acadamy of
Medical Sciengsp RONEEBIEMHERRIo RSP Eh (AR 2998188 control, 1g crude drugs/pill (0.3g
5 of powder), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval number:
SFDA Approval No. Z-11; Lot number of the product: 060112; valid until December
2007.
(3) Aspirin enteric-coated tablet as a western medicine control, 0.3 g/tablet,
produced by Yantai the Second Pharmaceutical Factory), lot number: 011102.

10 The above-described medications were prepared into the required
concentrations with distilled water in the experiment.

(4) Carrageenan, from SIGMA, lot number: 117H0151, prepared into required
concentrations for the experiment.
2.1.2. Animals:

15 Sixty while Wistar male rats of Grade | with the mean body weight of 157.05 £ 8.49 g,
provided by Institute of Laboratory Animal Science, Chinese Academy of Medical
Sciences, License number: SCXK (Jing) 2000-0006.

2.2 Experimental process
The sixty healthy rats were randomly assigned into the following six groups: (1) the

20  blank control group administered with distilled water (10 ml/kg); (2) the Aspirin group
(150 mg/kg); (3) the GLKCNC group (1.5 g crude drugs/kg); (4) the low dosage group of
the present medication (L-dosage group, 2 g crude drugs/kg); (5) the medium dosage
group of the present medication (M-dosage group, 4 g crude drugs/kg); (6)the high
dosage group of the present medication (H-dosage group, 8 g crude drugs/kg). The

25  volume of the left hind foot of each animal determined by capillary amplification method
was used as the value prior to administration. The animals in the test groups were
intragastrically administered at a volume of 10 ml/mg g.d. for consecutive three days,
while the animals in the control group were intragastrically administered with the equal

volume of physiological saline. Each rat was inflamed by subcutaneous injection 0.05 ml
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3.1.2 Medications (1) The present medication to be tested, 6.25 g crude drugs/g, provided by
Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501. 20(2) GLKCNC as a traditional
Chinese medicine control, 1g of crude drugs/pill (0.3g of powder), produced by Shanxi Guilong
pharmaceutical Co., Ltd., Approval number: SFDA Approval No. Z-11; Lot number: 060112. (3)
Aspirin Enteric-coated Tablet as a western medicine control, 0.3 g/tablet, produced by Yantai the
Second Pbanmaceuting E&xatolyo [tHauathert otpaa. imreonmeidigsdisinteasimieparathistrguphireTne
concentrations with distilled water in the experiment. 5(4) Ampicillin Sodium Injection (ASI), 0.5

g/bottle, Poliees (ﬂzIN@ftth@Hﬁtialﬁha&mbmtﬁwr@&emniaeﬁu@ﬁ&eﬁ HoR.14903nd .6 hepesi@iéetal

h do d he foll
animats o GG (2 e A S 1 DA oS e AR GRAEH LD R LT ARG os e

Aspirin grw@%m%mm@ B drd-Bhd\SHEraHRAhm Shisrves dfgs/ka); (4) the low dosage group of

the present medication (L-dosage group, 2g crude drugs/kg); (5) the medium dosage group of the
present medic&tiGn Tistlosagégroup, 4g crude drugs/kg); (6)the high dosage group of the present
medication (H- dosage group, 8g crude drugs/kg). In the experiment, the 15 rat was intraperitoneally

with 3.5% of chlﬁ‘t%lr%ﬂéﬁeafﬁéh@‘wn!ﬁr 30t&8en shaved, and fixed in dorsal posmon The skin of
axilla was disi h n incised o form an nCISI Th isiog, eighed
nﬁ%ﬁ%dg{%lﬁtec nc ra en ﬁ% cod &7 II rt [88 agq +B§g
small ta, Bout s0mig-of _ S _
1mg/0.14m1 ampichAf#%Sodium and tHREReifETI#AN oven at 500C, WeKes S0 braHedsnBEgtsMeous!
into the [lefuand rigp xilla, réspectively, Administration waks perfgrmed R hours post the surgery. The
animals|in the test r8up>wme(r'm)t ragastrically|administered g.d. at a vqlume of 10 m|/kg for
consecytive seven days, vg@é@otgg aniggissin the gprlat(ggl gnopgz\%q{g admlpygggdgg with.egyasamoun
of physiplogical salre—Fhe-animals—sacrficed-by-cervicaldislocatonintdays—25-postadministration.
The tamp8AY were remoy @R Reighiidit vet \WdititiPon hl-&8tfonic b&téﬁ@éwand tAéfPced in lan
oven at|80¢ for(12 h, follp@ethdpy w%bghlnggethe 2\éve6| hts thsedrszof The average \ wet and dré)( weights
of the ppst-inflammation granuloma Tor PEach of the groups were cattul 3,31‘2rom Whigh' TH& " onglnal
weight ¢ the Coftpry ball NagghRen S‘H%V%ﬁ)‘ » AHAEEy COMPARHAMONG,HE JEPUPY QY LIESE- S.3.
Test res u|tS Th rnclllfc 4re c-hn\/un n-Tah nhlo OFE 'F‘qut_en_sa_m_l_l_té 1 i
rats ( X|SD) Grdup Dosa Q’fﬁlﬁﬁﬁibe s é‘h@ﬁiﬁls WREMEIght| DrsPWeigint [g/RE3: @34 mg) 0-26+0.04™
Aspirin Sweling
21.445.49"* | 25.4+3.87** | 29.7+4.00** | 32.80+4.78"** | 26.26+3.95"**
group rate (%)
Inhibition
41.53 41.19 38.63 32.11 45.59
rate (%)
15 0.980.04 | 1.25+0.06 1.31£0.04 1.3640.04 1.3740.06 1.3140.06
Differenc
0.2740.06* | 0.33+0.04*** | 0.38+0.04*** | 0.29£0.05*** | 0.33%0.06*
GLKONC °
Sweliing
group 27.29+6.41* | 33.2+4.27*** | 38.6145.29** | 39.85+6.84* | 33.7246.88***
rate (%)
Inhibition
25.41 23.06 20.35 17.52 30.13
rate (%)
2 0.98+0.03 | 1.23+0.03 1.30£0.03 1.33£0.03 1.400.02 1.35£0.02
Differenc
0.25+0.03** | 0.32£0.03*** | 0.35£0.02*** | 0.2920.07*** [ 0.380.04***
L-dosage °
Swelling
group 25.85+3.70** | 33.0+£3.70*** | 36.2+3.20*** | 43.48+4.27 38.495.10**
rate (%)
Inhibition
29.35 23.66 25.16 10.03 20.25
rate (%)
M-dosage | 4 0.98+0.04 | 1.16+0.05 1.24+0.04 1.29+0.04 1.33£0.03 1.27+0.03
group Differenc
0.23+0.03*** | 0.2740.03*** | 0.32£0.02*** | 0.36+0.02*** | 0.28+0.02***
e
Sweliing
o) 24.0£2.82*** | 28.4+2.57** | 32.8+2.08"** | 37.18+2.99*** | 28.86+2.53"**
rate (%
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(mg) Blank group 25m1/kg 10 611.9568.09 129.6511.48 Aspirin group 0.15 10 457.8550.01***
99.2010.16*** GLKCNC group 1.5 10 493.6547.91*** 111.408.02** L-dosage group 2 10
511.9051.34** 117.4510.02* M-dosage group 4 10 457.7547.40*** 106.2013.78** H-dosage group 8

Inhibition
34.26 34.31 32.31 23.06 40.19
rate (%)
8 0.97+0.04 | 1.14%0.03 1.21+0.02 1.25+0.04 1.30+0.03 1.24+0.03
Differenc
0.23£0.04** | 0.30+0.07*** | 0.36+0.06*** 0.2+0.11*** 0.35+0.10**
e
H-dosage
Swelling
group 22.9+4.21** | 31.04+7.81** | 36.53+7.28"* [ 41.33%10.17 35.44+11.02***
rate (%)
Inhibition
37.32 28.24 24.63 14.46 26.57
rate (%)

Note: *P<0.05; ** P<0.01; ***P<0.001, as compared to the control group.

As shown in Table 8, the low, medium and high dosages of the present medication
as well as the positive control medication have significant effect on inhibition of swelling
of rat’s foot at each time points of 0.5, 1, 2, 4, and 6 hours after inflammation and show

5  significant differences as compared to the control group (P<0.05, P<0.01, P<0.001).

2.4. Summary

The results suggest that the low, medium and high dosages of the present
medication exert an effect of significantly inhibiting the carrageenan-induced swelling

inflammation of rat’s footpad.

10 3. Effect on samall tampon-induced granuloma in rats
3.1. Experimental materials
3.1.1. Animals
Sixty Wistar mice of Grade Il evenly composed of males and females with the mean
body weight of 132.37 + 6.31 g, provided by the breeding farm of the Institute of
15 Laboratory Animal Science, Chinese Acadamy of Medical Sciences, and License number:
SCXK (Jing) 2000-0006.
3.1.2 Medications
(1) The present medication to be tested, 6.25 g crude drugs/g, provided by
Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060501.
20 (2) GLKCNC as a traditional Chinese medicine control, 1g of crude drugs/pill
(0.3g of powder), produced by Shanxi Guilong pharmaceutical Co., Ltd., Approval
number: SFDA Approval No. Z-11; Lot number: 060112.
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10 430.9047.90*** 102.6512.27*** 5Note: *P<0.05; ** P<0.01; *'P<0.001, as compared to the control
group.  As shown in Table 9, the low, medium, and high dosages of the present medication as well
as the positive control medication can apparently inhibite the wet and dry weights of the
tampon-induced granuloma in rats and show significant differences as compared to the control group
(P<0.05, P<0.01, P<0.001). The results show that the low, medium, and mhigh dosages of the present

medication exg3 oA §pipaTehih rffectoyatiel ittnef skegieastiermarinctieiasnpontitduced gfamiegtion
rat model. 3.4. Summary  The experimental results show that the present medication has better

anti-inflanfifREvigasbyt bantal iaeinreandtRRarbasatiaaforciadyteplrntieaia 0554 Bdnthgion:
The three experimental investigations, described above confirm that the present. medication has an
At o R B ES PSRRI AP e Rt B R BUB A oo DR AL R By
chronic ZQQ(ﬁBﬁW@WJr. Experimental materials 1.1. Medications: (1) The present medication, 6.25g
crude drugs/g, provided by Shijiazhuang Yiling Pharmaceutical Co. Ltd., lot number: 060401, used in
the fosm of po\werAohpidittiot Bedamhinitheatioper(ABht. 0.5 d2)0BIKNGJdgecrude dogipiliithag of
powder per pill), produced by Shanxi 5Guilong pharmaceutical Co., Ltd., Approval number: SFDA
Approval RBarmecesizal@en bidetotosoedinBiAdr®Dér of the product: 060112; valid until

December 2003_.%10%(Anir%%sn(:)tﬂ§%§$ hundred healthy SPF KM mice, evenly composed of males and

females with the )P We Sjsf)rovided by the breeding farm of the Institute of Laboratory

10 Animal Scienge, §ihipeseAaadenty o dediaaldRFANCESs ldeRIF eI NIRETi SHoMn Bk gPe4H01.
1.3. Instrument: Plastic boxes 40x30x22(cm). SN-6110 Radioimmunoassay y Counter (having
probe), protibcd byistelagret dBHpsud Rifneab Rhétamettot gramedioisteed . witRedigdilted
10 water (10 ml/kg); (2) the Aspirin group (150 mg/kg); (3) the GLKCNC group (1.5 g
crude drugs/kg); (4) the low dosage group of the present medication (L-dosage
group, 2g crude drugs/kg); (5) the medium dosage group of the present
medication (M-dosage group, 4g crude drugs/kg); (6)the high dosage group of the
present medication (H-dosage group, 8g crude drugs/kg). In the experiment, the
15 rat was intraperitoneally with 3.5% of chloral hydrate, had its axillary fur been
shaved, and fixed in dorsal position. The skin of axilla was disinfected routinely
and then incised to form an incision. Through the incision, a weighed small
tampon (about 30mg of each cotton ball), which had been autoclaved and added
with 1mg/0.1ml ampicillin sodium and then dried in an oven at 500C, were
20 implanted subcutaneously into the left and right axilla, respectively. Administration
was performed 2 hours post the surgery. The animals in the test groups were
intragastrically administered g.d. at a volume of 10 ml/kg for consecutive seven
days, while the animals in the control group were administered with equal amount
of physiological saline. The animals sacrificed by cervical dislocation in 7 days
25 post administration. The tampons were removed to weigh their wet weights on an
electronic balance, and then placed in an oven at 60C for 12 h, followed by
weighing the dry weights thereof. The average wet and dry weights of the
post-inflammation granuloma for each of the groups were calculated, from which

the original weight of the cotton ball had been subtracted, and were compared
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Interleukin-6 Radioimmunoassay kit (IL-6RIA KIT), Lot number of the product: IF, 501, produced by
Tianjin Nine Tripods Medical & Bioengineering Co., Ltd. 2 Experimental processes 20Replication of
animal model: Before the experiment, the mice were evenly arranged in the plastic boxes
(40x30x22cm). Each box had a ventilating hole and communicated with a three-way pipe which was
connected with a 50 ml syringe on one end and with a burning cigarette on the other one (the cigarette
is Qian Mamenyfilter-drocipareiie-roduced by Shanghai Cigarette Factory). Through the three-way
pipe, cigarette fume 25 was continuously pumped into the box by the syringe. The animals were fumed
twice a day in e mRBIngaHHSN the afternoon respectively, and each time for 30 min with two
cigarettes. After the experiment was conducted far 6 weeks, several mice were selected randomly and
sacrificed. Th:ﬁmgge&‘ﬁ{\% gé%r%\f&%\g%' li%slj/j%r%'immediately removed, fixed in 10% formalin, and
HE-stained. After lesigqis suckgsdnammaianiyiatiandate fanabimdsirrg et egpithelial cells,
etc. were found-vigpathotogicat ubBcl"‘v'atiui‘i tmﬁ'crrng Microscop éﬁvcvefiumcd mice were \;"\Ioétl‘.“"t;miy
assigned into six groolﬁjlgs with 15 anlr%saalgeper groﬂp_ at Week 8: ( ihe H0rmal controt?drour?k%distillt d
water of 25ml/kg); (2) the model group (distil pd%ﬂ!ﬂ’@b?%m‘l/kg + fumed); (3) GLKCNC (29 crude
drugs/kg) as the 5 positive medicati®#% fumed gréip; (4) the pres&i®) medication (3 g &#@de drugs/kg)
+ fumed gradipnksyiwegopresent mediraltkan (6 |g crutie drugBkypsHmhodd group] (@Ptbepretint
medication fspgieydasirugs/kg) + foirsed group. THe animsdy 8656 . 01edicationsgroups veere
intragastri(:qyly@w@@,%g%ed alt a volume of 2% mifkga.d. To5e9psesrgye four W qqlf_stogg_%@mmals n

the controf gTaE AIC I Toe!grouy were raggcaty, OggugTapterect g egpghvotame o

thoa Animalc Nt 1
anrc. vvrime autrtimmrotltcTo U, i armiriaaro mr it IIICUI\JC&LIUII-%* IUU'J‘. VAA LA Y3 IUIIIUU**
(accordingM_&&SjMﬁf&ed]um as ﬁhp abo /p) n\]gr tota A?ZYQE&Z\&Q Durin fk%@l#ﬂg’p?ﬁf this
period, the ShA8RIREFEWbserved dafly in respect B appedRde@ed 8t and deatB2ERnlerd (ieeks
later, nin@ inthe RS Were-suhiecte rhital si leedi I, h sample was
isolatgd 1 ger'}d c?eﬁ%l ugatg%fzg[? @)’OO r%ﬁ?f@r)g %lgnka}ﬂégs%éei%aﬁ%n?%a%& c§ I(e?@ﬁéd to determine
interleukin-6. The inflammat%g response and function of anti-infection defense within the body of the

r

mice were obsRfvEMJBdRRIRINg the leve et iHieraarilighdRsRdRe ahihRIRMGRIBISREWERIP T he
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1 Experimental materials

1.1. Medications:
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20those in the normal control group. During the course of the fuming and the fuming plus
administration, none of the animals in the individual groups died. 4.2. Effect on the levels of
interleukin-6 The results are shown in Table 10. Table 10 Effect on levels of interleukin-6 in mice
suffering from fuming-induced chronic 25bronchitis Group Number of animals Dosage Measured
value of interleukin-6 ( X SD) (n) (g/kg) (Pg/ml) Control group 15 25m1 83.6513.37 Model group 15
25m1 122.2716.p e AofelskNaegliedtiokh 8.25g crude drugs/g, provided by Shijiazhuang Yiling

Pharmaceutical Co. Ltd., lot number: 060401, used in the form of powder of extract
thereof in the experiment.
(2) GLKCNC, 1g crude drugs/pill (0.3g of powder per pill), produced by Shanxi
5  Guilong pharmaceutical Co., Ltd., Approval number: SFDA Approval No. Z-11; production
date: 2006.01.01; lot number of the product: 060112; valid until December 2007.
1.2. Animals:
One hundred healthy SPF KM mice, evenly composed of males and females with
the body weight of 18-20 g, provided by the breeding farm of the Institute of Laboratory
10 Animal Science, Chinese Academy of Medical Sciences, License number: SCXK (Jing)
2004-0001.
1.3. Instrument:
Plastic boxes 40x30x22(cm).
SN-6110 Radioimmunoassay y Counter (having probe), produced by Shanghai
15 Hesuo Rihuan Photoelectric Instrument Co., Ltd.
1.4. Reagent:
Interleukin-6 Radioimmunoassay kit (IL-6RIA KIT), Lot number of the product: IF4
501, produced by Tianjin Nine Tripods Medical & Bioengineering Co., Ltd.

2 Experimental processes

20 Replication of animal model: Before the experiment, the mice were evenly arranged
in the plastic boxes (40x30x22cm). Each box had a ventilating hole and communicated
with a three-way pipe which was connected with a 50 ml syringe on one end and with a
burning cigarette on the other one (the cigarette is Qian Men non-filter-tip cigarette,
produced by Shanghai Cigarette Factory). Through the three-way pipe, cigarette fume

25 was continuously pumped into the box by the syringe. The animals were fumed twice a
day in the morning and in the afternoon respectively, and each time for 30 min with two
cigarettes. After the experiment was conducted for 6 weeks, several mice were selected
randomly and sacrificed. The lungs of the sacrificed mouse were immediately removed,

fixed in 10% formalin, and HE-stained. After lesions such as inflammatory infiltration into
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90.129.68*** H-dosage group 15 3 104.1216.92** M-dosage group 15 6 99.0714.36*** L-dosage
group 15 12 105.689.98** Note: 'P<0.001, as compared to the control group; P<0.01; P<0.001, as
compared to the model group. It can be seen from Table 10 that the measured value of
interleukin-6 from the fumed model group is significantly higher than that of the control group
(P<0.001), and the 5 measured values of interleukin-6 from the fumed plus treatment groups are

significantiydessithéstdbabartheffopiedimbdelgrets (6 HLid<@=004ihdibgidatstasesvdtagihenieyivo
levels of interleukin-6 in mice of the medications groups are significantly decreased, which suggests
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mild inflammatory cell infiltrating could be observed at periphery of the bronchi and bronchioles of
various difdsiomeeke. nibeogalrepithislizhie teatsodgrhiupnalednibat sigdél cgralpaleviaistiaagirieadtion,
necrosis and detachment as compared to those in the model group, secretion within the lumen of the

brontthi waSBE Ay YL 1080 2R-GnYBURP S thabHS le it T 3HBEp WaRRIATRpEITES be
mucosal epfiiedia YA HEHICABNS GYBURY #rPTRREAY AR BRIy RS e BHEMRcedure as the

above) over total of 11 weeks. During the course of this period, the animals were
observed daily in respect of appearances, diet and death. Eleven weeks later, animals in
the groups were subjected to orbital sinus bleeding. Serum of each sample was isolated
15 and centrifugated at 3000 rpm for 5 min. The supernatant was collected to determine
interleukin-6. The inflammatory response and function of anti-infection defense within the
body of the mice were observed by determining the levels of interleukin-6. Then, the
animals were sacrificed. The lungs were immediately removed, fixed in 10% formalin,
sliced histologically, HE-stained and observed for pathological changes. (1) Each slice
20 was observed for the degree of inflammatory cell infiltration into the periphery of bronchi
and bronchioles of various divisions in the lung and ranked to three grades: +, ++ and
+++, according to the portion of the area of inflammatory cell infiltrated bronchi and
bronchioles of various divisions over the whole slice and the counts of the inflammatory
cells. (2) Each slice was evaluated by observation for the degree of detachment of
25  epithelial cells from all bronchial mucus membrane and ranked to three grades: -, + and
++. (3) Ten bronchioles on each slice were randomly observed and respectively
evaluated in respect of secretion within each bronchiole lumen and papillary hyperplasia
of mucosal epithelial cells as four grades: -, +, ++ and +++. (4) The ratio of the mucosal

wall area to the total area of bronchioles: Ten bronchioles from each animal were viewed
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(4) The fumed + present medication group: the structure of the alveoli was passably clear,
inflammation of different degrees in the bronchi and bronchioles of various divisions was significantly
less than those in the model group, detachment of the mucosal epithelia was significantly alleviated,
secretion within the lumen was significantly reduced 10as compared to the model group, and epithelial
hyperplasia was also significantly reduced. Table 11 Effect of the present medication on inflammatory

infiltrationvntibranehigamEd)redgoific2esrgdrGradeidathihegjeal distredeX witb) a(ghgltimediz +dolbhe
normal control group 25m1 14 1 0 1.070.26 Model group 25m1 5 8 2 1.800.68AAA The present
medicatiopathological image word analyses system (MPIAS-500) and the total areas and the
lumina area of each bronchiole were depictured, from with the mucosal wall area of the
bronchiole was calculated. Therefore, the degree of hyperplasia of the mucosal epithelial
5 cells of the bronchiole was reflected by the mean value of the ratios of the mucosal wall

areas to the total areas of the bronchioles.

3 Scoring of pathological changes and statistical treatment
(1) Pathological observations were performed on the chronic bronchitis model for the
indices of inflammatory infiltration into bronchial mucosa, bronchial secretion,
10  detachment of bronchial epithelial cells and hyperplasia of mucosal epithelial cells, with

each index being scored semi-quantitatively as: “-” scored as 0; “+” as 1 point; “++” as 2
points; and “+++” as 3 points.
(2) The experimental results were pairwise compared among the means of the
groups by t-test.
15 4. Test results:
4.1. Appearances and death
Appearances: In respect of air, activity and diet, the fumed animals in the model
group were slightly inferior than those in the normal control group, and the animals in the
test groups and in the GLKCNC group had no significant differences in comparison with
20 those in the normal control group. During the course of the fuming and the fuming plus
administration, none of the animals in the individual groups died.
4.2. Effect on the levels of interleukin-6
The results are shown in Table 10.

Table 10 Effect on levels of interleukin-6 in mice suffering from fuming-induced chronic

25 bronchitis

Number of Measured value of

. Dosage
Group animals 9

interleukin-6 (X +SD)
(n) (g/kg) (Pg/mD)
Control group 15 25ml 83.65+13.37
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31221 1.270.59* The present medication 6 13 2 0 1.130.35" The present medication 12 14 1 0
1.070.26" GLKCNC group 211 4 0 1.270.46* Note: 'P<0.001, as compared to the control group;
"P<0.05, **P<0.001, as compared to the model group; "+" denotes that the area of bronchi and

bronchioles of 15 various divisions infiltrated by inflammatory cells in lung is less than 1/3 of the total
area Of a S“C Aand nflammatang ~Anlle AvA Inco- ”J__L" rlnnnfnr- that tha Aran ~F
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15
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adel group increased which has erence as rnmnar:\d to

L-dosage group 15 12 105.68+9.98**

Note: “““P<0.001, as compared to the control group; P<0.01;  P<0.001, as compared

to the model group.

It can be seen from Table 10 that the measured value of interleukin-6 from the fumed
model group is significantly higher than that of the control group (P<0.001), and the
measured values of interleukin-6 from the fumed plus treatment groups are significantly
less than that of the fumed model group (P<0.01, P<0.001). This indicates that the in vivo
levels of interleukin-6 in mice of the medications groups are significantly decreased,
which suggests inhibition of the inflammatory response and anti-infection defense of the
mice.

4.3 Pathomorphological changes

Observation under optical microscope:

(1) The normal control group: the structure of alveoli was clear, the mucosal epithelia
of bronchi and bronchioles of various divisions were intact, a few amount of secretion
was present within trachea, hyperplasia of the mucosal epithelia of bronchi was
inapparent, and there was a few inflammatory cells infiltrating around the bronchi and
small vessels.

(2) The model group: the structure of the alveoli was passably clear, there was
inflammatory cell infiltration into the periphery of the bronchi and bronchioles of various
divisions to different extents, the mucosal epithelia of the bronchi could be observed to
undergo degeneration, necrosis and detachment with various degrees, more secretion
and hemorrhage were present within the lumen of the bronchi, and a part of mucosal
epithelia of the bronchi underwent papillary hyperplasia.

(3) The fumed + GLKCNC group: the structure of the alveoli was passably clear, a

mild inflammatory cell infiltrating could be observed at periphery of the bronchi and
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59 control group (P<0.01). Inflammatory cells infiltrations in the individual medication groups are
significantly alleviated as compared to that in the normal control group and have significant differences
(P<0.05, P<0.01). Table 12 Effect of the present medication on detachment of mucosal epithelia in
bronchi 5(n=15) Group Dosage Grade Pathological score ( X +SD) (g /kg) - + ++ Normal control
group 25m1 12 3 0 0.200.41 Model group 25m1 1 10 4 1.200.56AAA The present medication

bronchioles of various divisions, the mucosal epithelia in the bronchi underwent

significantly alleviated degeneration, necrosis and detachment as compared to those in

the model group, secretion within the lumen of the bronchi was significantly reduced as

compared to that in the model group, papillary hyperplasia of mucosal epithelia was
5  significantly relieved as compared to that in the model group.

(4) The fumed + present medication group: the structure of the alveoli was passably
clear, inflammation of different degrees in the bronchi and bronchioles of various
divisions was significantly less than those in the model group, detachment of the mucosal
epithelia was significantly alleviated, secretion within the lumen was significantly reduced

10 as compared to the model group, and epithelial hyperplasia was also significantly
reduced.

Table 11 Effect of the present medication on inflammatory infiltration in bronchi (n=15)

Dosage Grade Pathological score

Grou -

Y (9/kg) + [+ |+t ( X +SD)
The normal control group 25ml 14 |1 0 1.0710.26
Model group 25ml 5 |8 2 1.80+0.68"""
The present medication 3 12 | 2 1 1.27+0.59*
The present medication 6 13 |2 0 1.13+£0.35**
The present medication 12 14 |1 0 1.07+0.26**
GLKCNC group 2 11 |4 0 1.27+0.46*

Note: “““P<0.001, as compared to the control group; **P<0.05, ***P<0.001, as
compared to the model group; “+” denotes that the area of bronchi and bronchioles of

15  various divisions infiltrated by inflammatory cells in lung is less than 1/3 of the total area
of a slice and inflammatory cells are less; “++” denotes that the area of bronchi and
bronchioles of various divisions infiltrated by inflammatory cells in lung is ranging from 1/3

to 2/3 of the total area of a slice and inflammatory cells are more; “+++” denotes that the
area of bronchi and bronchioles of various divisions infiltrated by inflammatory cell is

20 above 2/3 of the total area of a slice and there are much more inflammatory cells.

It can be seen from Table 11 that inflammatory cells infiltration into bronchial mucosa
in the model group increased which has significant difference as compared to the normal
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394 20.530.74* The present medication 6 9 6 0 0.400.51' The present medication 1286 1
0.530.64** GLKCNC group 25 10 0 0.670.49* Note: 'P<0.001, as compared to the normal control
group; **P<0.05, **P<0.01, 'P<0.001, as compared to the model group; "-" denotes normal state; "+"
denotes that less than 1/3 of bronchial mucosal epithelia are detached in bronchial lumen and less
than half of bronchi in total are found the detachment; "++" denotes that more than 1/3 10bronchial
mucosal etitediegpoesleRehed Jnlhflansimaldumsniandinmatiedsan trafintvidoehinieditatiaredesussthe
detachment. It can be seen from Table 12 that the detachment of bronchial epithelial cells in the

model grodi® iSisigiitratiyyadevisadn ¢aapaiee ivindl doritiel Beomel(er0toT19rend diechmnts
of bronchlal eqﬁwaerllltaclj e”rsé rler]: gsle IEpddquouef;L <rr&e(sjﬁatlon groups are

Table 12 Effect of the present medication on detachment of mucosal epithelia in bronchi

5 (n=15)
Dosage Grade Pathological score
Grou _ _
P (9/kg) + ++ (X +SD)
Normal control group 25ml 12 3 0 0.20+0.41
Model group 25ml 1 10 4 1.20+0.56°""
The present medication |3 9 4 2 0.53+0.74*
The present medication |6 9 6 0 0.40+0.51***
The present medication | 12 8 6 1 0.53+0.64**
GLKCNC group 2 5 10 0 0.67+0.49*

Note: “““P<0.001, as compared to the normal control group; **P<0.05, **P<0.01,
***P<0.001, as compared to the model group; “-” denotes normal state; “+” denotes that
less than 1/3 of bronchial mucosal epithelia are detached in bronchial lumen and less
than half of bronchi in total are found the detachment; “++” denotes that more than 1/3

10  bronchial mucosal epithelia are detached in bronchial lumen and more than half of

bronchi in total are found the detachment.

It can be seen from Table 12 that the detachment of bronchial epithelial cells in the
model group is significantly severer than that in the normal control group (P<0.001); the
detachments of bronchial epithelial cells in the individual medication groups are

15  significantly alleviated as compared to the model group (P<0.001, P<0.01, P<0.05).

Table 13 Effect of the present medication on secretion in bronchiole lumen (n=15)

Dosage Grade Pathological score
Grou -
P (9/kg) - + | ++ | +++ (X +SD)

Normal control group 25ml 61 25 (19 |45 1.32+0.57

Model group 25ml 20 (49 |9 72 | 1.89+0.39°"
The present medication | 3 60 |32 |14 |44 1.28+0.33***
The present medication | 6 70 |24 |10 |46 1.21£0.51***
The present medication |12 64 28 |16 |42 1.24+0.41***
GLKCNC group 2 67 |37 |12 |34 1.09+0.53***
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15significantly alleviated as compared to the model group (P<0.001, P<0.01, P<0.05). Table 13 Effect
of the present medication on secretion in bronchiole lumen (n=15) Group Dosage Grade Pathological
score ( x SD) (g/kg) - + ++ +++ Normal control group 25m1 61 25 19 45 1.320.57 Model group 25m1
20499 72 1.890.39AA

Note: ““P<0.01, as compared to the normal control group; ***P<0.001, as compared

to the model group; “-” denotes normal state; “+” denotes that the volume of secretion in a
bronchial lumen takes up less than 1/3 of the volume of the bronchial lumen; “++”
denotes that the volume of secretion in a bronchiole lumen takes up 1/3 to 2/3 of the

5  volume of the bronchial lumen; “+++” denotes that the volume of secretion in a bronchiole

lumen takes up more than 2/3 of the volume of the bronchial lumen.

It can be seen from Table 13 that the amount of the secretion and of hemorrhage
within the bronchial lumen in the model group are larger than those in the normal control
group with significant difference (P<0.001); and as compared to the model group, the

10 amounts of the secretion within the bronchial lumen in the individual dose groups of the
present medication are significantly reduced with significant difference (P<0.001, P<0.01,
P<0.05).

Table 14 Effect of the present medication on papillary hyperplasia of mucosal epithelia in

bronchioles (n=15)

Dosage Grade Pathological score
G _
foup (9/kg) - + | |+t (X +SD)

Normal control group 25ml 140 (10 |0 |O 0.07+0.10

Model group 25ml 74 |60 |14 |2 0.63+0.32°*

The present medication 3 116 (26 |8 |0 0.28+0.18**

The present medication 6 134 |16 |0 |O 0.11£0.11***

The present medication 12 1283 [25 |2 |0 0.19+0.15***

GLKCNC group 2 124 (26 |0 |O 0.17+0.16™**

15 Note: ““P<0.01, as compared to the normal control group; **P<0.01, ***P<0.001, as

compared to the model group; “-” denotes normal state; “+” denotes that the area of
papillary hyperplasia of mucosal epithelia in a bronchia is less than 1/3 of the total area of
the bronchial with low extent; “++” denotes that the area of papillary hyperplasia of the
mucosal epithelia in the bronchia amounts to between 1/3 and 2/3 of the total area of the
20  bronchial lumen with higher extent; denotes that the volume of the secretion within the
bronchiole lumen amounts to between 1/3 and 2/3 of the total area of the bronchial lumen;

“+++” denotes that the area of papillary hyperplasia of the mucosal epithelia in the

61



The present medication 3 60 32 14 44 1.280.33*** The present medication 6 70 24 10 46 1.210.51'
The present medication 12 64 28 16 42 1.240.41** GLKCNC group 2 67 37 12 34 1.090.53***

10

15

20

bronchia amounts to 2/3 above of the total area of the bronchial lumen with much higher

extent.

It can be seen from Table 14 that the papillary hyperplasia of mucosal epithelia of the
bronchia in the model group are higher than that in the normal control group with
significant difference (P<0.001); and as compared to the model group, the papillary
hyperplasia of mucosal epithelia of the bronchia in the individual present medication
groups is significantly lower than that in the model group (P<0.01, P<0.001).

Table 15 Effect of the present medication on ratio of wall area/total area of bronchioles

(n=15)
Dosage | Treatment + fumed (XiSD)
Group Area of Wall area/total
Total area of _ _
(9/kQ) _ 5 bronchiolar area of bronchiolar
bronchioles (um®) 2 2
lumen (um®) mucosa (um°)
Control group 25ml 25949.0+13661.8 | 13661.8+4250.6 | 0.481+0.063
Model group 25ml 38135.2+12560.8 | 11311.0+5776.4 | 0.715+0.055"""
The present medication | 3 28092.1£7694.7 13924.1+4017.3 | 0.517+0.056***
The present medication | 6 28993.8+9738.5 12680.5+3926.5 | 0.554+0.090***
The present medication | 12 38553.5+13752.5 | 18559.2+5799.7 | 0.513£0.104***
GLKCNC group 2 31143.415667.7 14963.2+4993.2 | 0.5332+0.107***

Note: wall area of bronchiolar mucosa = total area of bronchiolar mucosa — area of
bronchiolar lumen; “““P<0.001, as compared to the control group; ***P<0.001, as

compared to the model group.

It can be seen from Table 15 that the wall area of bronchiolar mucosa in the model
group is larger than that in the control group with significant difference (P<0.001); and the
wall area of bronchiolar mucosa in the individual medication groups is significantly less
than that in the model group (P<0.001). This indicates that all of the dosages of the
present medication in the individual dose groups can alleviate hyperplasia of bronchiolar
epithelial cells, enlarge the area of bronchiolar lumen, and increase the ventilation

volume.

5 Conclusion:
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Note: AAP<0.01, as compared to the normal control group; *'P<0.001, as compared to the model
group; "-" denotes normal state; "+" denotes that the volume of secretion in a bronchial lumen takes up
less than 1/3 of the volume of the bronchial lumen;13 ++ denotes that the volume of secretion in a
bronchiole lumen takes up 1/3 to 2/3 of the 5volume of the bronchial lumen; "+++" denotes that the
volume of secretion in a bronchiole lumen takes up more than 2/3 of the volume of the bronchial

lumen. It caA beosgeNfiode(Tabhichibasitecaitiouna ofabriskshetioniendighhatreerdngasvethiighe
bronchial lumen in the model group are larger than those in the normal control group with significant

differencestPrio@d 1Ynsied terApaeanebtioR asdaeﬂ*@rmupﬁ%@rmranﬂ@@m&,c@fimaﬂ@ea@tmmmthe
bronchial Jumen in the individual dose s of th edlc n are SI nific %d with
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papillary hMB?EH@%ﬁ‘ afHgPsRbEREDBHE Pfi%BQH W\‘%Sté%r%%@QHPtP@ﬁS%@I@H@dD&m@JPWéF’é

score (X SD) (g/kg) - + ++ +++ Normal control group 25m1 714010 O
5 superior to those in the model group, and similar to those in the control group. The

present medication significantly decreased the in vivo level of interleukin-6 in mice, which
inhibited the inflammatory response and anti-infection defense of the mice’s bodies. From
the microscopic level, the extent of inflammation on the bronchial mucosa, the amount of
the bronchial secretion, and the detachment and hyperplasia of bronchial epithelial cells

10  in the mice of the test groups were alleviated to different extent than those in the model
group, with significant differences.

It has been shown experimentally that the present medication can improve various
pathological changes of chronic bronchitis induced by passive smoking in mice,
suggesting good effect of the present medication in treatment of the chronic bronchitis.

15

Test Example 6 Investigation on toxicology of the present medication

1. Acut toxicity test (maximum dose experiment)

The experiment of acute toxicity of mice was performed with respect of the
present medication. Since of the value of LDsy was failed to be measured, a

20 maximum dose experiment was performed instead. Mice were intragastrically
administered at the maximum volume with the maximum concentration. The result
indicates that when the mice were administered with a maximum dosage of 243 g
crude drugs/kg which is 378 times of the clinical dosage (the clinical dosage is 45 g
crude drugs/person/day, the assumed body weight of a person being 70kg), no

25 adverse reaction or death was observed. The animals were autopsied at the end of

the experiment and no abnormality of each organ was observed with naked eyes.

2. Long-term toxicity test
120 Wistar rats were used in the experiment, which were assigned into the control

group and the test groups of the present medication with dosages of 8g, 169, and 32¢g
63



0.070.10 Model group 25m1 74 60 14 2 0.630.32AAA The present medication 3 116 26 8 0 0.280.18**
The present medication 6 134 16 0 0 0.110.11*** The present medication 12 1232520

crude drugs/kg, which are 12.5, 25 and 50 times of the clinical dosage (45g crude
drugs/person/day) respectively, and intragastricall administered for consecutive 24
weeks. The animals were observed for the influence of the present medication on various
indices. The experimental results show that the dosages of the present medication have
5 no apparent influence on body weight, feed consumption, peripheral hemogram,
electrocardiogram, and organ index; PTs in the rats of the low dosage group in 12 weeks
post administration as well as the high, medium and low dosages groups in 24 weeks
post administration are lower than those in the control group, which is the statistical
difference due to the low standard deviation of the measured values and is meaningless
10  physiologically; and during the recovery period (medication withdrawal for 4 weeks), PT
and APTT in the test groups are of no significant difference as compared to those in the
control group. Among the measured values for the twelve indices of blood biochemistry,
the GLU value of the low dosage group in 12 weeks post administration is higher than
that of the control group (P<0.05) but still falls within the normal value range for the
15 physiological index. AST, TP and CRE values in the low dosage group as well as ALP
and TP values in the medium dosage group in 12 weeks post administration are lower
than those of the control group (P<0.05), but these indices still fall within respective
normal value ranges. After administration for 24 weeks, AST, TP and CRE values of the
medium and high dosages groups are lower than those of the control group (P<0.05,
20 P<0.01), and ALB and BUN values of the high dosage group are lower than those of the
control group (P<0.05, P<0.01), but these indices still fall within the respective normal
value ranges. During the recovery period, BiLi value of the low dosage group is higher
than that of the control group (P<0.05), and CRE and BUN values of the low dosage
group is lower than those of the control group (P<0.05, P<0.01), and these indices still fall
25  within the respective normal value ranges. Other indices are of no significant difference in
comparison with the control group. In the pathological examination, no apparent

pathological changes caused by the present medication in the organs are found.

3. Summary

In the acute toxicity test (the maximum dose experiment) and the long-term toxicity
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0.190.15** GLKCNC group 2 124 26 0 0 0.170.16*** 15Note: AAP<0.01, as compared to the normal
control group; * P<0.01, *"P<0.001, as compared to the model group; "-" denotes normal state; "+"
denotes that the area of papillary hyperplasia of mucosal epithelia in a bronchia is less than 1/3 of the
total area of the bronchial with low extent; "++" denotes that the area of papillary hyperplasia of the
mucosal epithelia in the bronchia amounts to between 1/3 and 2/3 of the total area of the 20 bronchial
lumen witfeBigheieexigmtude il thahthee/abwnegb e seoraistn shdvin Signiffoachidifdveneas in
amounts to between 1/3 and 2/3 of the total area of the bronchial lumen; "+++" denotes that the area
of papillargaiyparisiasiavdtihéeueestiobparruia. inthéherdAriegiealinex ey tigdyeef iep@tankhrea

of the bronchial lumen with much higher extent. It can be seen from Table 14 thaj the papillary
yperpiack e CRR SEHE R 81 GRS R PR G TBHIGRIRL e LAtk (RUEAL e mormal
control group with, psjgnificant difigfRNCeP R NEASARMPARY MrligsMadeheding S RgRillary
hyperplasia of mucosal epithelia of the bronchia in the individual present medication groups is
significanidiisipglingh o kbgrinin théaviodedyspipedP <dhfl r&sistiogl)inTlabiendbideifeandf thespresgobd
medication on ratio of wall area/total area of bronchioles (n=15) Group Dosa&e Treatment + fumedX

+SD) (g/HGF1RREHHFe £BICBRN Aol (J5hitis, ApartisHIRd chRslapliIrSERIe T BfitaRYaR BiaPhI@a of

bronchiol%r@n%%qts'g (2.21m2)
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Control group 25m1 25949.013661.8 13661.84250.6 0.4810.063 Model group 25m1 38135.212560.8
11311.05776.4 0.7150.055AAA The present medication 3 28092.17694.7 13924.14017.3
0.5170.056*** The present medication 6 28993.89738.5 12680.53926.5 0.5540.090*** The present
medication 12 38553.513752.5 18559.25799.7 0.5130.104*** GLKCNC group 2 31143.45667.7

10

Claims

1. A pharmaceutical composition for treating bronchitis, characterized in that, said

pharmaceutical composition is made from the medicinal materials in the following parts

by weight:
CITRI RETICULATAE PINELLIAE RHIZOMA ASTERIS RADIX ET FARFARAE FLOS
PERICARPIUM 94 - 156 94 - 156 RHIZOMA 94— 156 94 - 156
PORIA 94 - 156 ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS
MACROCEPHALAE AMARUM 78 -130 78-130
RHIZOMA 94 — 156
SINAPIS SEMEN RAPHANI SEMEN CINNAMOMI RAMULUS ~ SCUTELLARIAE RADIX
78-130 78 - 130 46 - 78 94 - 156

FORSYTHIAE FRUCTUS  HOUTTUYNIAE HERBA  and GLYCYRRHIZAE
94 - 156 225 - 391 RADIX ET RHIZOMA
31 - 53.
2. The pharmaceutical composition for treating bronchitis according to Claim 1,

characterized in that, said pharmaceutical composition is made from the medicinal

materials in the following parts by weight:

CITRI RETICULATAE PINELLIAE RHIZOMA 156  ASTERIS RADIX ET FARFARAE FLOS 156
PERICARPIUM 94 RHIZOMA 94
PORIA 94 ATRACTYLODIS ARMENIACAE SEMEN PERILLAE FRUCTUS 130
MACROCEPHALAE AMARUM 78
RHIZOMA 156
SINAPIS SEMEN 78 RAPHANI SEMEN 130 CINNAMOMI RAMULUS SCUTELLARIAE RADIX
46 94

FORSYTHIAE FRUCTUS  HOUTTUYNIAE HERBA  and GLYCYRRHIZAE
156 391 RADIX ET RHIZOMA 31.

3. The pharmaceutical composition for treating bronchitis according to Claim 1,
characterized in that, said pharmaceutical composition is made from the medicinal

materials in the following parts by weight:
CITRI RETICULATAE PINELLIAE RHIZOMA 94 ASTERIS RADIX ET FARFARAE FLOS 94
PERICARPIUM 156 RHIZOMA 156
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14963.24993.2 0.53320.107*** 10Note: wall area of bronchiolar mucosa = total area of bronchiolar
mucosa - area of bronchiolar lumen; P<0.001, as compared to the control group; **P<0.001, as
compared to the model group. It can be seen from Table 15 that the wall area of bronchiolar
mucosa in the model group is larger than that in the control group with significant difference (P<0.001);
and the 1%0\&&\” area of bronchiolgr mu\gos&gn the indivigugl medicggioQNgrou%s ISILE&nIIZE%%qILlJ\é Iesés
than that in"the model group (P%.Bﬁﬁ isindicates that al of the %sages oF the presernt meditation
in the individual dose groups cart'afié lE'g*I’\‘\Qﬁ@rplasia oVBRHEhidtar epithelial cells, enlarge the area
of bronchiolar lumen, and increaBe!€&epfilation volume. 205 Conclusion: A mouse model of
chronic bronchitis was established with cigarettes as the single stimulus. Under the same condition as
in the modalAFSLgEMBR MEoe in theriestigEvps ofsthe preseAtone dissationswersduTagastneiyDIX
administered. The experimental results show that the ajg activity and diet of thggmice in the test groups
of the present medication were 5 superior to those in the model group, and similar to those in the

control gra Bsﬂ:’ﬁ ﬁgg{.&ledi%ttiﬂqﬁgmg decre s%%%%ﬁ P level of interleukin-6 in mice,
which inhigilsted theA%r:ﬁammatoryzresponse ar%%%-infeggqp( EeTeRmsl‘,Zeoé tQSe mice's bodies. From the
microscopic level, the extent of iAframmation on the bronchial mucosa, the amount of the bronchial
secretion, and the detachment and hyperplasia of bronchial epithelial cells 10in the mice of the test

groups were affeviei8dRBaaEa L SOMRATHIRSE At BuE RIRNENItntResrHibantiftaEACds.
It has been shown experim Ht lly th%t tl‘ﬁz Present medication can improve ariPusp thological. |
changes &1 ZhATE Erand bR SaR By Riaare LRie RSN fhaans, Heah Db disHikna
present Megiea{in i FHRAfNBW: K herehrynifeRianchitis. 15 Test Example 6 Investigation on
toxicology f e presenrmedication 1, ek, E'%é?%’i’é@ﬁ%’ﬂxmﬁﬁe expeFrArgg,gAigE FLBBE 125

experimerg)t of aCUt.% '\t/loxuz‘,lty of mice was performe Wltl‘gg ,[EZS(?,\?CI ?Qflst e present medication. Since of
the value of 1050 Was failed to be measured, a 20 maximum dodd experiment was performed instead.
Mice were intragastrically administered at the maximum volume with the maximum concentration. The
result indiBaf&s that when the mitEVere-@BMinistered WiMRWzD&rREMFNosageFBILPAB fRERIYE 104
drugs/kg which is 378 times of tMACRICEPdASEge (the svABEMdOS4ge is 45 g crude drugs/person/day,
the assumed body weight of a perspoNpeings70kg), no 25 adverse reaction or death was observed.
The animals were autopsied at the end of the experiment and no abnormality of each organ was
observed ¥ifhoRakedeRy eR2- LORGIBIMIOMIGHY 165t chRAMERIanRiBINere Yepedn ARgaexpeiiment,
which were assigned into the control group and the tesggroups of the present,medication with dosages
of 8g, 16g, and 32g crude drugs/kg, which are 12.5, 25 and 50 times of the clinical dosage (459 crude
drugs/person/day) respectively, and intragastricall administered for consecutive 24 weeks. The
animals WetE%| &%EE%Wﬁe it 'é%r%“sent%dﬁfﬁﬁzgﬁ%ﬂz\ﬁrious indices. The
experimenal results show that tR&3dosages of the presBiPtheBicddtiéA\ etz 5 no apparent influence
on body weight, feed consumption, peripheral hemogram, electrocardiogram, and organ index; PTs in
the rats of the fowTdesqmgrage itidzl veeeaksazitss mdornieatngn onetitts toedidimgniediCtaiand Jow
dosages groups in 24 weeks post administration are lower than those in the control group, which is the
statisfical elifsAsiREz8Gk b thaloRaithmaanasabtienl ofanereRitielrds VaRHs; Hﬁmsthfédﬁﬁﬁj@%' 10
physiologir%aal{g;riapdidl,ﬂﬁiggo e recove?ls%eriodé&rﬁ{s_dication withdrawal for 4 weeks), PT and APTT in

the test groups 518 OF N0 agrﬂ%gﬂtpcﬁlt gréfce compared to those in the control group. Among the

measuredVEILRSEP il fwelve bifided b BIGEYDicENeMTIERRIS FEPBED value BATRETOW HBSad& group
in 12 weeR5PestAdMIf&tration is higher than that of tH&HEMfol Wroup (P<0.05) but still falls within the
normal value range for the 15 physiological index. AST, TP and CRE values in the low dosage group
as well asPARR and TP values inAtraatedams dosage graEMAT2EAsERISNPOSt BERNIDAS FRII@T@SE $ower
than those of the control group (RsOHdREMA ihese indiggaratill fal within respective normal value
ranges. After administration for 24, wgpks.14S T, TP and CRE values of the medium and high dosages
groups are lower than those of the control group (P<0.05, 20 P<0.01), and ALB and BUN values of the
high dosagg araup grs lower thap,hose of {ng control AU (850,05, Ps0- 01 bt thesp, Indiegs st
fall within the respecFlve Srmal VAlLe ranges. During the recovery perloé, BiLT value of the Tow dosage
group is higher than that of the control group (P<0.05), 2hd CRE and BUN vallrds of the low dosage
group is lower than those of the control group (P<0.05, P<0.01), and these indices still fall 25 within
the respeORSYibIWRAFREIESan g8y TOtherARdicesAare ahtBLyigYitfctdtdifference in comparison with
the controlagroup. In the pathologial examination, no apjzrere Rtiraogical changes caused by the
present medication in the organs are found. 3. Summary
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In the acute toxicity test (the maximum dose experiment) and the long-term toxicity 64 test, the various
indices in the test groups do not show significant differences in comparison with the control group. In
the pathological examination, no apparent pathological changes caused by the present medication in
the organs are found. In view of the above, the present medication has effects of checking cough, 5
dispelling phlegm, relieving dyspnea and resisting inflammation, and has a good therapeutic efficacy

on bronchitis, partithdapydasave eikcelleohapbetynofoehiieaitrey andiitikitiSlatosrding. ¥ Claim 1,
pharmaceutical composition for treating bronchitis, characterized in that, said pharmaceutical
compositi6Rasasigdigecbrintribahesfithap hrarasies icahCRMPARIHQRIS Hyateidrencitirl medicinal
RETICULATAEP NEL%BlAFoFHZOMAA TERIS RADIX ETFARFARAE FLOS PERICARPIUM 94-
15694- 156RH]. § 10floNdn9 PeKp BRWEWAT 1 5 ATRACTYLODISARMENIACAE
SEMENPERN FRECERIAETUS MAERGE EPHAMAEAMAREMF T8PY3078- 130T RAOMAD -11%6
SINAPIS SENARRAPHANI SEMENCINNAMOMI RAMHIAPRBCUYTELLARIAE RADIX 78- 13078 -
13046 - 7894 - 156 FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 94-
156225 - 88&RAMX ET RHIZOMARAATYESDS2. The pharmmarauicadompositiorrfarAreaiing s oschitis
according to Claim 1, characterizgg gpthat. said pharmagaHtisal gomposition is made from the
medicinal materials in the followiggRagis Qy-weight: CITRI RETICULATAEPINELLIAE RHIZOMA 156
ASTERIS RADIX ETFARFARAE FLOS 156 PERICARPIUM 94RHIZOMA 94 PORIA
94ATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS 130 MACROCEPHALAEAMARUM
78 RHIZOMATBEINAPRS SEMERMPERABEANFSEMENRYOY GRIANGM| SCUTELLARIAE RADIX
RAMULUSSCUTELLARIAE RADIX 4694 FORSYTHIAE' FRUCTUS HOUTTUYNIAE HERBAand
GLYCYRRHIZAE

FORSYTHIAE FRUCTUS ~ HOUTTUYNIAE HERBA  and GLYCYRRHIZAE

105 276 RADIX ET RHIZOMA 45.

7. The pharmaceutical composition according to any one of Claims 1-6,

5 characterized in that, PINELLIAE RHIZOMA is PINELLIAE RHIZOMA PRAEPARATUM

CUM ALUMINE, ATRACTYLODIS MACROCEPHALAE RHIZOMA is RHIZOMA

ATRACTYLODIS MACROCEPHALAE TOSTUM CUM MELLE ET FURFURE,

ARMENIACAE SEMEN AMARUM is ARMENIACAE SEMEN AMARUM TOSTUM, and
SCUTELLARIAE RADIX is in a form of slices.

10 8. The pharmaceutical composition according to any one of Claims 1-6,
characterized in that, the pharmaceutical composition is prepared in steps of:
(1) weighing selected clean SCUTELLARIAE RADIX according to the part set forth
in the prescription and pulverizing the same into fine powder for later use;
(2) weighing selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
15 RAMULUS according to the parts set forth in the prescription, adding 8-12 folds by v/w
(ml/g) of water based on the weight of the medicinal materials, and subjecting the mixture
to distillation for 3-7 h to extract essential oils, collecting the essential oils for later use;
(3) collecting the aqueous solution obtained after the distillation in step (2) in a
container, extracting the herbal residue from step (2) together with ATRACTYLODIS
20 MACROCEPHALAE RHIZOMA, PORIA, GLYCYRRHIZAE RADIX ET RHIZOMA,
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156391RADIX ET RHIZOMA 31. 3. The pharmaceutical composition for treating bronchitis
according to Claim 1, characterized in that, said pharmaceutical composition is made from the
medicinal mmaterials in the following parts by weight: CITRI RETICULATAEPINELLIAE RHIZOMA 94
ASTERIS RADIX ETFARFARAE FLOS 94 PERICARPIUM 156RHIZOMA 156 PORIA
156ATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS 78 MACROCEPHALAEAMARUM

130 RHIZEAMRFAR SN APOESEMERNORSRAR AMINFREBENS SwiddNdaMOMAter, each time for 1-3
RAMULUSSCUTELLARIAE RADIX 78156 FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand

GLYCYRRPUZREDAETSRAD| RIBIURHAOYAEE3S 7-Y. TiReghaymdde (b4l comibesiieiofdr eledimg

?ﬁé’ﬁ?ﬁirﬁ%‘ﬁ“rd'“ %%?a%w g S T M DDA R TAR WA

125 ASTERIS F&%E@%ﬁ&c@—@@%@rﬁﬁ@%ﬁl%{#ézé&ﬁ HE3iRMRANith the

125ATRACTYL DISA ENIACAE SEMENPERILLAE FRUCTUS 104 MACROCEPHALAEAMARUM
104 RHIZahdrel 28id hvivie it S Bk M ri @RI d/AdNe® EMGEdNS 1i D41 Nl Odhicentrating to a clear
RAMULUSSCUTELLARIAE RADIX 62125 FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand
GLYCYRRAFitvie tetivgdensityipf diia 120 theangiiepranuectatiéd Cerldatesves: treating

bronchitis accordin CI |m te Telyalat=Togy! i ioR.i om
the medicinal %it@% s N I%a’q? w.n@%aﬁ%%%e% tﬁgﬁéll\@éﬁ%%ﬁﬁ %ﬁ@&?ﬁ@% A
98 ASTEF§§l\ﬁ@1@,lX{EﬁHARJFSB&@HLQ@@HBW@@REWM—HQ@MXW HERBA,
144ATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS 85 MACROCEPHALAEAMARUM
85 and ARMENIACAE SEMEN AMARUM according to the parts set forth in the prescription,
10  extracting the same twice in 5-7 folds by v/w (ml/g) of 40-70% ethanol solution based on
the weight of the medicinal materials, the first time for 1-3 hours and the second time for
1-2 hours; pooling the extracts and filtrating the mixture; recovering ethanol of the filtrate,
concentrating the residue to a clear paste with the relative density of 1.15-1.20 thermally
measured at 60 °C, and combining the clear paste with the clear paste obtained in step (3)
15  for later use;
the fine powder obtained in step (1), the essential oils obtained in step (2) and the

combined clear pastes obtained in step (4) constitute the active ingredients of the

pharmaceutical composition.

9. The pharmaceutical composition according to any one of Claims 1-6,
20 characterized in that, the pharmaceutical composition is in a dosage form of hard capsule,
tablet, powder, oral liquid, soft capsule, pill, tincture, syrup, suppository, gel, spray, or

injection.

10. The pharmaceutical composition according to Claims 9, characterized in that, a
tablet of the pharmaceutical composition is formulated in steps of:

25 (1) weighing selected clean SCUTELLARIAE RADIX according to the part set forth
in the prescription and pulverizing the same into fine powder for later use
SCUTELLARIAE RADIX;

(2) weighing selected clean CITRI RETICULATAE PERICARPIUM and CINNAMOMI
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RHIZOMA 148 SINAPIS SEMEN 125RAPHANI SEMEN 128CINNAMOMI RAMULUSSCUTELLARIAE
RADIX 75151 FORSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand GLYCYRRHIZAE 149377RADIX
ET RHIZOMA 49. 6. The pharmaceutical composition for treating bronchitis according to Claim 1,
characterized in that, said pharmaceutical composition is made from the medicinal materials in the
following parts by weight: CITRI RETICULATAEPINELLIAE RHIZOMAASTERIS RADIX

ETFARFARMUALIES dctfd RIF IR GARB | pvitd 45 53R 7 G A A REOIBHA adding 8-12 folds by v/w
105ATRACTYLODISARMENIACAE SEMENPERILLAE FRUCTUS 81 MACROCEPHALAEAMARUM

81 RHIZOMEA Y siaiarrssseeNhersria P & medis g saatadAsavipiecting the mixture to
RAMULUSSCUTELLARIAE RADIX 74149 FQRSYTHIAE FRUCTUS HOUTTUYNIAE HERBAand
LYy RABIIRIOTRS Fem AP AL SRS alR 1S, anc-Falesta e e e AN SR RS ing
to any one of ¢3is|k&ing tharaeieEges Ebit]%rPBﬁ%h%ﬁ@#é@MéiﬁiﬁdW%@H@PM%
PRAEPARATUM CUM ALUMINE, ATRACTYLODIS MACROCEPHALAE RHIZOMA is RHIZOMA

ATRACTtootaltek AR RaGER ki AEDASESINUEUMVIStdd- @] tddRiAe R kvjtA RMBNGTCAEOEEMEN
AMARUM is ARMENIACAE SEMEN AMARUM TOSTUM, and SCUTELLARIAE RADIX is in a form of

slices. 108/AE RN RRBAL Bl RBI SO bon REEH NGt &Y BHE |61 E1afDL% | chdraBidHzelin.

that, the i Rositi ggﬁ_aqr [ : 1) weighing select lean i
SCUTELE&%E%E%%«%%JJ_%%%]O? %g%t?g%m par ggt Eoﬁftﬁ@r? @1% 6‘#‘&%%?6’%?5&’5#& rpu%\%ecﬁigziﬁlrg?hgogz;m%
into fine pRYGEY for lakeEmISE: amBdnreishingselected Clgrr e BRURE THHY AT A RESHRABP M
and CINNAMOMI 15 RAMULUS according to the parts set forth in the prescription, adding 8-12 folds
by viw (miftpditinatendtesedsdontieeviesd ined redrbedlivines ipwytevials) |4 deubie shog tidetimitdine o
distillation for 3-7 h to extract essential oils, collecting the essential oils for later use; (3). collecting

the dquedRRUBIBHNE GHIHRRIP afEF 3L R BRI () HYU Lo RRMRIR R e il e Mathdhe

GLvCvRAIAE TS PR RR AR A e oMo R e
water, eagingipeviti hd hautvdiaminh enarpuREiaeally mdadimss Ays0wdmdahesthesyeight of
the medicinal materials for the first time and 5-9 times by v/w (ml/g) for the second time; then, pooling

the aqueous eidlabgiginadireienis theleaixtd i Eddiim MY kA MfkaRERth LtAE SHtdlel $id SHUABIS
S0 o et e LB A NSRBI AT W AT A
15 and ARMENIACAE SEMEN AMARUM according to the parts set forth in the prescription,
extracting the same twice with 5-7 folds by v/w (ml/g) of 40-70% ethanol solution based
on the weight of the medicinal materials, the first time for 1-3 hours and the second time
for 1-2 hours; pooling the extracts and filtrating the mixture; recovering ethanol of the
filtrate, concentrating the residue to a clear paste with the relative density of 1.15-1.20
20 thermally measured at 60 °C, and combining the clear paste with the clear paste obtained

in step (3) for later use;
(5) granulating the combined clear pastes obtained in step (4) with the fine powder

obtained in step (1) as a fundamental material, and finishing the obtained granules for

later use;
25 (6) providing the materials in parts by weight for tableting as follows:
granules obtained in step (5) 360 - 600 colloidal silicon dioxide 1.8 - 3.2
magnesium stearate 1.8-3.2

(7) tableting by a conventional formulation process to obtain the tablet of the

pharmaceutical composition.
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(4) weighing selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS SEMEN,
RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA, and ARMENIACAE
SEMEN AMARUM according to the parts set forth in the prescription, 10 extracting the same twice in
5-7 folds by viw (ml/g) of 40-70% ethanol solution based on the weight of the medicinal materials, the
first time for 1-3 hours and the second time for 1-2 hours; pooling the extracts and filtrating the mixture;
recovering ethamor iné thiedfiiatativatesirasnigtion sesishdiniy ta Crampesienaiadheriaiativaioensiy of
1.15-1.20 thermally measured at 60 C, and combining the clear paste with the clear paste obtained in
step (3) 153btahaithsharmacridipalwasmpesdieadsiaiaylarpdie sionsmatil oils obtained in step (2)

and the combingd clear.pastes optgined in i tive ingredients of th
harmaceutiol SIARE T THE SRSt o T A TP ARG (9ot DR B SR,
20 characferizgg iniaghripRophagmacesialispygrantionisie aidgsagadorghaidaardisrpastisy talgt,
powder, oral liquid, soft capsule, pill, tincture, syrup, suppository, gel, spray, or injection.  10.The
pharmaceb@diT EdnpBsAIBIRAd3D{ding to Claims 9, characterized in that, a tablet of the

pharmaceutical composition is formulated in steps of: 25(1) weighing selected clean SCUTELLARIAE
RADIX accord(Ry t8BiRaselectericipah CprES b hdn %Tﬁﬁ/gﬁg“@@%%%ﬂ@oqufor

later use o RIAE RADILX; (2) wejghin ected clean CITRI RETIC TAE PERIC UM
and CINN U R A D T R R Rt e i by o Ty
viw (miig)@f waler hraesiosrheweighyief ‘JS'IEﬂﬁ@%&&bmﬂ%@r{%@j%ﬁﬁfb&ﬁﬂ%ﬂiﬁé‘@n‘i&tdi@”i@tion
for 4-6 h to extract essential oils, and collecting the essential oils for later use; 3) collecting the
aqueous shflifiatiabfameth ftextractizstiantal ioilsteanREollectirgdhaiessepiiabelis ipthatee tse;
residue from step (2) together with ATRACTYLODIS MACROCEPHALAE RHIZOMA, PORIA, .
GLYBYRRHIZAZE FeER NETIRG BBV AR IGEA RO IARM AliaE ARes FiRIINARCPR I iaPs (@lidB Rith

e BBl 0 N N S A o YD o

the medicinal materials for thé& first time an e second time; then,
pooling thMAQROGEPHIACIENR HIZaiN the aRdare GIongmRHIZA ftraa Diixh thE RbRI ZaMA,
agueous solution obtained after the distillation, and concentrating to a clear paste with the relative

density of AARFFARB EhELRSIpmiEOlreY AHBBECHBUGIEgetyvice wifweRikingaeheiiree gledrhours,

PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS SEMEN, RAPHANI SEMEN, ASTERIS
RADIX thm%wg, RIERYPE _mgrnﬁ_@ meSa R Mfgﬁmélé R Rl AR R LHlng
to thesparis s QRAP Hhe MG SR PHASUNS DRVSEIS PHEr el beohPIRROXNEY. SBiiBhE the
40-70% ethanol solution based on the weight of the medicinal materials, the first time for 1-3 hours
and the secpeblinettatt? hodrsilppatigditee mkttacts aoohibitiaign thindinattineithe toyesingvetizaid! of
the filtrate, concentrating the residue to a clear paste with the relative density of 1.15-1.20 20 thermally

measurecPAUE0¢S. sAlEeMBRirGeRteR R tistlintione ardhcpasrRNEBIHIfC iR S8R PadielvEhuse;

(5) granulgting the combined clear, tes ohtained in step ( ith.the fine powder obtained in step (1)
e & oA A Y ELRTER S 4T T Boi e SRALER 1 TP (TB5(6) provicing the

materials in pai$ WyiyRisGsiaetableinaaPinins ararHioTARRIREtHN s8R FRI36S USOMRIoi

silicon dioxide 1.8 - 3.2 magnesium stearatel1.8 - 3.2  (7) tableting by a conventional formulation
process té>athibiiiHeARb NI Bie\ibbindsEELttel BaxDp¥dRIbMRHIZQNAe 4 MBIy INIAdE ddatpBsition
according to Claim 10, characterized in that, the tablet of the pharmaceutical composition is formulated

in steps ofNd ARMENIAAEseRMEN AMARIA pesoraing\ e HIRMK 88t dart 5 1he PARSSEPHR in

(2 weigh e A R B R W o e ek B0 O e
according\iRigie: BatireSRitin therenass! thiomnsadeags Dlesuy dhM (hy/gbebratendased Rodhe
weight of the medicinal materials, subjecting the mixture to distillation for 5 h to extract essential oils,

and colleqiioglitg: deeestidiasits fanidtdilisingo thie) coikdatieg trecupuitusetorridn ebtiieedilifaée the
distillation in step. (2).in a container, extracting the herbal residue from step (2) together_with
ATRACT OO A0 EF Ao raL R PO % 5 ARYR | FRESIA B 7 AHREEAHN,
FARFAR S - [ [ [ r ' n
amount o%v%a%@éd;gfi?r???bg ﬁﬁéﬁlﬁﬁigﬁﬁg v%vgéll}éjlJ h? gg gé]ém rﬂi%ﬁ‘gle na 1@6%1%;%?% sﬁ:}flrc!;:(ra th@%ﬁ%ﬁe

and 7 timésrbsiteivwugej/g) for the second time; then, pooling the aqueous extracts and filtrating the
mixture, combining the filtrate with the above said aqueous solution obtained after the distillation, and

concentrating {6)adsr2pHRE: thattaneliseg afsastes patairrintsjand4suil edte oy

ues, obtained in step (1) as a fundamental material, and finishing the obtained granules for
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(4) weighing selected clean PINELLIAE RHIZOMA, PERILLAE FRUCTUS, SINAPIS 20 SEMEN,
RAPHANI SEMEN, ASTERIS RADIX ET RHIZOMA, HOUTTUYNIAE HERBA, and ARMENIACAE
SEMEN AMARUM according to the parts set forth in the prescription, extracting the same twice with 6
folds by viw (ml/g) of 60% ethanol solution based on the weight of the medicinal materials, the first
time for 2 hours and the second time for 1 hour; pooling the extracts and filtrating the mixture;
recoveringogdhayzel; of the filtrate, 25 concentrating the residue to a clear paste with the relative density
of 1.17 thermally measured at 60 C, and combining the clear paste with the clear paste obtained in
step (3) for latépLREQVidiNg)thramataiiR/ate pafibmeweigal ipaseiadinainedoto¥ep (4) with the fine

powder obtained in step % as g fundamental material, and finishing the obtajned granules for later
use; (6) provid%SQHEﬁw% ?ﬂ'&%&d’bﬁ 9 )we‘}?ﬁ for tabletin@oﬁg'aﬁfoﬂfgoé}ﬁlﬁ?ﬁé% ob fﬁed in step (5)
470colloidal siﬂqggrggygggsge%fg@nesium stggrate2.4; 5(7) adding the essential oils obtained in step
(2) to the colloidal silicon dioxide and tableting by a convetional formulation process to obtain the tablet
of thespharmag¢éuticalicgriipsitioential dAsT bbtaimeanmcstdrdL L ooirasitioliofdatrsititog bioxickitesnd
according to any one of Claims 1-6, characterized in that, said bronchitis is chronic bronchitis. 10
tableting by a convetional formulation process to obtain the tablet of the pharmaceutical

composition.

12.The pharmaceutical composition for treating bronchitis according to any one of
Claims 1-6, characterized in that, said bronchitis is chronic bronchitis.

10
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