WO 2008/ 090410PCT/ 1132007/ 004483 Cl NNAMOM  AND PCORI A

COMPCSI TI ON AND USES THERECF [ 0001] This application clains priority
of U S. provo siogngmlio application No. 60/829, 945, filedr/fiobesnsis,
2006. The entire 5 contents and discl osures of the preceding
application are i oremaanet aSD bpORIA €ORMPOSTTITNO ARD I BSEED [MHERBOF ON.

FI ELD OF THE | NVENTI ON 10 [ 0002] The present 1nvention Is related to

t he maki ngoaod] usi mgief a@ptosposid | Ok iGRNEdisiagy Chifnese . herbatisional

medi ci nes _Ranul us. ci cocOo i nese i zhi, and

T o R R et Peoler B L GRnea? 9apE: Gl =Dl A

[ 0003] Tr adichemad Chirales eﬁredlcmuxeeerrpbﬁyshlee balrdcerimy at apgrisi choibdm eadre

bodily ail.nents. | n_Sope ¢ sin her bs o %rb derivatives are
ate %B ica

used. More c8%n%°ﬁ veremélffe orrrutllﬁ‘l“S 2Pt speci 'fi c conbinations
of several parti cuI ar herbs, are adm nistered. The following five

herbal materials have been usgﬁ.l@ ;r Qﬁti@%ﬁ& Sﬁr nese nedi ci ne for
ee

nore than 2000 years. They have n recorded I n many historical

Chi nese medi cal textbooks, and are cited in many articles
publ i shed bBoQE/ECO%S %}{ts%%%’c{é& LQU&%&L‘ C@MVQ}{ NANELAT! N g
NAVECHI NESE NA Ca55| Twi gRanul us ci nnanom I ndi an BreadPori a

cocosFul i H§iPeact SeedSemrIsi}érsi ce@Fas sRed Wﬁntrespeohvrmjlot mRaHE knes
paeoni ae aLhaRal ShAR-lLee EeOMb.BankCLex mauhasl 88 .Pigyizni  and
[0004] Cassia Twig Is the dried young stem of C nnanonum cassi a Presl
(Fam LauF#é®a®). The plant is collected in spring 30 or summer. It
is dried in the sun after collection and renoval of its |eaves.It can
al so he chopped into slidespthkert®h G akepigaarabion has cylindrical
body, multi-branched, 30- 75 cmin length, with a thick end of 0.3-1
cmin dianeter. It W) 2008/.090410PCT/ 1132007/ 004483 is. brown or

r eddi sh- b8P bn t feasitiondd, wi tR1Rgi t UBEFA TS nesSMRIGVE wr i ARTRA,

dotted W Ebrheafsicbsaneh t&realauca;oa@ar;salhaéﬂt@,nd fragbhe, chbeé s easiley
broken. For slices, it is 2-4 mmthick, cut surface show n

r eddi sh- bPB%E i ATt &rBaﬂ?réV%E\”%? y&fs oiPSh- whitPaet &06‘3‘%19 however,
yel | omb sh=bsaman dgm, ther\/\o@pleqmaerltc kbmbasata ogfsar aet esésdian apameid€lar
odor, and_i tasteds Ilght p ent. (especially in the .
bar k). “ThatFif oria) ST eateretn | e e OH G CRase QP behnafoRTLeLe
wi t hout vhsv®l eeenpuse(ﬁr es Tﬂmeilr:ﬁmml anhingry eckdintiseoffd@ mmaronMthdrs
10 ci nnarr%g?h%(daersand ,I%I namgic_a een 000 I ndharrrrlarllsr aflstl S the g{ll ed
sclerotiuf of the fungus; PSrta cocos c‘(Olfam Pol ypo aceae% l‘lcﬁ

is coll ecme@ilcrarlonuextbOOBal yanair Sept enbet . irAfhaery ca):itlleemsoppblishms in
pil ed,up 1 rying repeatedly until winkles
appea%%I oﬁgt %tr%éoﬁ:%?gcgcg% |ts ﬁ%‘?\%r{al%m sture evaporat ed. The whol e
dried sclerotiumis known as "Fulingge".If the fresh sclerotiumis

peel ed befocr;e drvyin t he se arﬁ}ed arts are calle% "Fulllin pi "
(peel) and Mi " (fIMO%] The outmmi n and
rough, browadsiablracki sh br orapubensineastsd y shrduiehied and

stri ated. Thgnc;l%t 8Le.4S hardpgnd copmpact.lt is odgyrlgss, tastes weak
and becones_sti ck y V\ﬁen chewed. The nedr cinal preparation is the clean

25 scraps ofS3gY PSfi t hout vPETYl FSERPERTLI es. | t S3MP6Pt ant acti ve
i ngr edi ent siErte Paohpeirend Radlw maecaced. aJi3007]Baingiber of United

States Patepts adnlisenat ur es-fayeo,ayght net hodg, ghncpmposing
curative conpositions fromherbs 30 Iike G nnanomi, Poria etc. A
nunber of investigators from China have al so reported on ani mal or
clinical [es®Hrch Usssig c@riai nsC pmandricdndcRogi &teonposi ttionamonumn
[0008] I U,5,;Paent Moo 6. A93.:403c) A TALINULane0NSi 341 O 35: RO} Aing
extract up to 20% i1 n weig been’ use treat or prevent

di sorder sof nswusar- béltaneesirelrﬁeben elhe anvg lsifsed e‘iJlItJeetﬂtatOPoﬁﬂdr senkes

such as Apgi nasPetdQfss. WO 2008/ 9904 10RCTL1B2Q07/ 304483 | 8009] PoyA
medicinal preparaticn has cylindrical body, multi-branched, 30-

75 cm in length, with a thick end of 0.3-1 cm in diameter. It
-1-



456- 0. 683 3 0. 733-0. 999 1 1 4 0. 871-1. 306 5 0.
921-1. 382 6 0. 968-1. 451 7 1. 009-1. 514 8 1. 058-1. 587
0. 69-- 1.wbQ9n0d410152-1. 728 0. 30-0. 85 10 1. 690- 2. p&BfB2007/0844s3l.
771-2. 657 12 1. 943-2. 915 1. 56-3. 06 WO

2008/ 0904E0P6A4B2007/-004483-1.Q%h6] 4 @ne enb@dtapntwithhe Presedinal
i nvention provides a hergfl conposi tion._conprjsin mul us _c nnanom
and Pori a3@680s I RAerei A1 Hi %tdeﬁ 7o p c A I ek s thefica s -

subj ect ediatra andire:tfw;dleonpti B4 ngpsting Brepsn .of Foa) sexddctiitngst het mm
conposi ti an _approprjate organic .solvent;, erform ng
chr omat odi ?’éﬁ%i c Ca'teraI y‘éJstapceThE%’?‘%Jr“agti g%Q?Jesthe% P8R tjlrhegP%nd:P 5 oprea
peaks 51- }2laswiahmparied tto maaemyfeumbmsmo@nzaa- h314¢008. 456+0. 683,
0. 733-0. g%% 0. 8§§ri‘:306 921-1. 382 0. 968-1. 451 0 951.514

1.058- 1. %%Sti°69arff"*§ 6. £771- 7575 10801, 945Sh. Iis
respecti \sélly;ht{:G)Olﬂlhlgan‘anotem@eceabb:dl rent £he héaamkesent Tmr bakdicinal

nete ar 2235511 Shot Dattn: Frabn ARd" 0. 71- 1 0708 dhGoral 1o [OURHA
anot her empbodimerd., theThe esempoitardnt iiowrpdogites af cofposdndrgn 1s
pr od%ed &Xn%gﬂgﬁ%@@g@réﬁa&gctQg,@teps of: (a) preparing Poria

powd (h) preparirng extracts of Cortex nmoutan; (c) preparing
extracts of Ramul us ci nnanom ; (d) preparing 20 extracts of Radix

paeoni ae 1ablg; Sermlaﬁr%'r@a@ 20d (RAr i@ ofi€)s e OB Ni Yo h@h@XEﬁ@&EsS
obt ai ned from st eps E()i?ﬁl % (f) mxing the Poria powder with t
Bt ep®

extract s FoBtai FEACFr {&oragracsyenefaei RGart néspé?\ﬂ/éé?%tedanﬁr%)
m xi ng theili pe PQWdehsrW tRFdCIWSH OB SINSLANGES SONGY h$l RdexbFaLt S
of Cortex nout an and 25 Ramul us ci nnanom .
about for air-drying repeatedly until wrinkles appears on thes
surface and its inner moisture evaporated. The whole dried
sclerctium is known as "Fuiingge™. If the fresh sclerotium is
peeled before drying, the separated parts are called "Fulingpi®

{(peel) and "Fulingkuai" (flesh).

20
[0008] The outer skin 1is thin and rough, bkrown to blackish
brown, conspicuously shrivelled and striated. The texture 1ig
hard and compact. It is odourless, tastes weak &and becomes
sticky when chewed. The medicinal preparaticn is the clean
25  gcraps of Poria without visible impurities. Its important

active ingredients are Pachman and Pachymic acid.

[0007] A number of United States Patents and literatures have
taught methods of composing curative compositions from herbs
30 like Cinnamomi, Poria etc. A number of investigaters from China
have also reported on animal or clinical research using certain

Cinnamomi and Poria composition.

[0008] In U.S. Patent No. 6,083,403, a formula consists of
35 Poria extract up to 20% in weight i1s been used to treat or
prevent disorders in sugar balance, diabetes, and blood

circulation diseases such as Angina Pectoris.
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[ 0019] The present invention also provides a nethod of producing a
conposition conprising Ranul us ci nnanom and Poria cocos, the nmethod
conpri ses weamé/epsioof : (a) preparing Poria 30 powder; pdpisRopedssng
extracts of Cortex noutan; (c) preparing extracts of Ramul us

ci nnanoni ;[0003] pr epakipg cexbs agbsr ofi sRadkxgpaeenifae alrbariSgneArdio-,
persicae and Pori a; (ﬁ% conbinig%ﬂth extracts obtaingd from steps
(b)-(d); EFyeMKIRgHhe” PoftSFi5Evder Tt t5He SextPdct §SBBTRITPED from
step (e), candoganemnattonga3bidd M>iewdeess ek (@) ol XioRgotherd i wmeioht

powders with .inclusion substances conprising, tr s of Cortex
Ut an_ andRerAL e EORRER o™ D& VS D868 100 cormetSCe 14 1320071004483

[ 0020] ¥he present invention also provides a pharnaceuti cal

conpositi rising.a_pharnmaceutically acceptable rier and th
her bal coﬁgggmonﬁﬁeg&? ed e lel#trLl.lS%T%Oafl]afﬁgcg?e*snecr?tagr%@n\?@n ?%Ihlca
al so provetedy usés f Ctheamenrposid | Gnriescrinpest themnei in i A00 heases  of
manuf act Ug§n8£o§£%%'i%§”?”ws nbEegtdng %tgkfr?easebﬁ%egié%rd%%u% ectgd
fromthe oup ‘consisting-of primary dysnenorrtheal, "Secondary
dysnenor r hesdguldysf urieddonal af er uher pheedemipnethiioni ccpebvic pelvic

infla t i QRS : S J r h ro Al

DESCRI PTI %J%gﬁrm%a%éggg mg%k“f}é%‘l‘z{zh%%?g%lrde it o Et%?ei“UBEEC %FES@?IB Tt
of a G nnanoAPTRRIPGHY A “é4psuPe ceonpost t Panicy sdadeti Wedeherered 16ith
DETAI LED %@%fﬂn%%al'*%}é}!}é@éﬂ%' (Bolus of Cinnamomi and Poria,
[ 0023] Thepresentinventi onprovi desaconposition conprising Chinese
herbal medfRl neSP&RARLcaAd PPERENET( RAHNLIGS ecioPRBABHT Lthds Particgs and
cocos) . | n;ppe; @badicienthohhe rﬂ?r@%ni%QcSHETp@isfﬁér%ﬂcEaBe@;ﬁeérQriHéI at.ed
into capsule as described in U S. Patent 7,052,700, the disclosure of
whi chl?s BEFERr i ncorporated by reference. [0024]In one embodi nent,
the present invention provides a 25 herbal conposition conprising
Ranul us ciggﬁ m and Poria cocos, wherein the herbal conposition is
defined by - pedks TF niyer prePRE “EFi Yurd *P) 86t SheerPrty eftects of
fingerpriati ngnnebded comriBsG t hempbepsief extraebdi ngatheéncs with
conposition wWth an appropriate organic solvent, and.pecformn
chronatoggﬁﬁﬁﬁﬁgmﬁﬁmﬁhalysis.PﬁtﬁeBE% enBBdf , téh?%&ﬁ? natgﬁPgiﬁﬁqu
anal y8i s esamhirgttiper f ol tasnemild guizdicht oratagy apimpcbbPbéde ddvt. The
general , e, present herba onposition.,is extracted with the organic
sol vent m%?lf'nano ]s'u%%d rteﬁgﬁl:%(l%bjggct%%etcéclﬁﬁéavﬁet hog g\gégﬁi f Iaé]Pi néglnong
st andar d sicocor.di hef t of ptbeedarses wek| ckneagnifitdre: aitprB3emeWD.  The
200810904 : /0 8310 he rel atj,ve: Kk ea.r.anges. for
peaks 1, %ﬁﬁg}hﬁ%ﬁ@g% agﬁﬂon%éﬁ%ﬁﬁaﬁg p&%ghif?%ﬁ?ﬁggreg%.25Fg?g§flééﬁt
0. 69- 1.5, iePvaDeg8s, avfd 1h66-Bus respectidvety. FH I 00R6]dMde eelatdege
ret enfd oned) I 1:anges, f or s Peakelr 58228 -CRABPAY €4k 1.0 RAS0RKELOF I 1 anR
0.209-0. 314, 0.456-0.683, 0.733-

0. 999, 0. 8710dr 306, G-<gizred. 382, omogRd 1marsitradoglewsrgs reduced 25% or
1.058- 1. 584yd. 152-1.728, 1. 69-2.536, 1. 771-2. 657, and 1.943- 2.915
respectively. 10 [0027] The herbal conposition of the present
invention further conprises paeoniflorin and paeonol.In one

enbodi nentgoidiere ane br28ed: 0% PRI f bOsd AN 0ndinds 02%pPasonn
15 [0028] The present invention also provides a pharnaceuti cal

conpodl t | BN RIGIPIFPsi hiP A ™er B2 CHHFSsi Ehdh deséri bl RéFeralEhd &
phar maceuté caddingacepidde 6arrd emunbargener dlisebBeshesdl as  those
conposition can be formulated into a pill, capsule, tablet, ,
suspensi ot SBIESEPr GFCEE cor dPnGORbT 8% antfar hpr bediur@siitignal practice
[ 0029] Pharmraceiihiceal @aiiRa I s{gti omehf RredSet | mra;@ell | @k gances \l/o\/iptrbdﬁ@@d by
resent invention ncl ude a phar maceutica accept abl e ,
P s ot ent Breant e RbaLBG s crh e et LaBBEP0 PORE eefrative
carri®" neansiienfenst aXimGambnerdn¥ csakid, semi-solid or liquid



time and 3-5 tines for the second). Boil for 1-3 hours each tine.
Step 11: Conbi ne the aqueous extracts. This is Extract Il. 9 WO

2008/ 0904 K:9BGddshSRA@P7/ 004483 Step 12: Wei gh Ranul as ci ppasfesthosss ep
13: Extract the volatile oil by steamdistillation. Collect the yield

of the vojgiizhe 0itnh.B8L8Pud4tnhSaveEp dgmae&baacwgus@/v sahekhal snd Soid d
Residue I1). Step 15: Extract Solid Residue Il with 80-95% et hanol
twice (3- @fteFPrE%e‘?rolaf]F’re it tFeFiPee tiofe HFR- BURIRSSIPBF (MRY be

second). Beinld for It} hevrsr&aach thpe. th%t epnd 6: ofCoBknesphe etbhanehs
extracts. This.is Extract 111. 1 OSteB Extract the solid. residue

wi th wat e‘?‘etcﬁd&‘ég(‘?e? GBS - vof e 6T OF REC T &t these publigafdoappre 5
ti mes 5f orhdilkeyseaont)oraBedl bl oteiedheurinteachiti aBpliSt@pod8in Conddme
t he aqueous extra % S C!r??iegs i.g Ex%r act | V. St}ng 19: Wi gh
Radi x paethi &e %l Y, 1 Yséifer pefsi-Cie STARA Bor ithS( 6% 50% Gt Fnhee the
15f or nul atkianequaheid¢dyr) as SHEPLRO: didd 3F Sthé Nnesvaft i80- .@5% shdanaic
and Ieave .at, rgokrln];terrper ature for 20-40 m nutes and then boil for

1- 3hours. ‘§t‘ “Extract the solid again with 2-4 tinmes of ethanol,
and boil for 1 3 hours. Step 22: Conbi ne the ethanol extracts. This
is BEAtdract V. 20Step 23: ExSEVHMMARY [9F FBE| INVEMIIONe with water tw ce
(5-7 tinmes volune for the first time and3 -5 tinmes for the
second). Boil for 1-3 hours each tinme. Step 24: Conbine the aqueous
extracts.[0UPRAS i s TBetraprednt  invention Strgpv28es Conbi necBEpbratiod
(Step 9), n t i%%g a

till no &ohng%é%ﬁﬁge%}ﬂl Tgl gel}%éﬁ Ig%l ?Aesg%gﬁgmg a(gc% %E%tﬁéf{ag%ly
(Step>11)coory (Stepese8yaand Wi7bst éldeﬂQlllI@(jnceﬁPr ane emdsiimeatuurhe
This is lj.gyihd @om osc':iiﬁfbn27ls %ﬂ%té&quhgo c@Bguﬁ g@”@@@&fﬁie% in
under vacuumtil he rel ative density equal 15-4. 35(60-900) .

The concéhtrat é’&tPPEw dr BXFrdY | HdES griat ediea%%f SERCOBPPERERE r st .
Step 28: \kgbnhdsa-cyclodextrin and add into 2-3 tinmes of water. Heat
t he i scyclodextrin solution to 50-70C. Step 29: Dissolve
the total paeonol extract from Step 6 into 4-6 tinmes of 80-95%

35Ft lranol [coSEEp 3%@%@%&5@& peafteli t$6h UtirontHant préé”@ltlh&@xy@dtg@axtisi n
solution., Step . 31. Gin 10-30 m nutes. Step 32: Then ace into
refri geréjtgrl ?%r 23_38 hg%rlo‘é %rB%e%%‘mﬁ I tté‘ratundjergpel%%unﬂ40%?%]bs
34: Dry aﬂxtéeeﬁ;&@ The mhesuhl Ed:ombbéftmw\detth Smé flicd rusli om:ﬁulashaﬁffej
. Step 35 S{ a1e%nc1:¥]clodextr|n and_a d i 4 61 |rres ve th
10- 30%t Kan P solFGETPoh. " Bdd' t A& at | Svoi'att e 0|1e fror‘np§fL Fnto’s
t he f 3-cyclodekty ighagettériominder conti nuous stirring 458t ep 36: Keep
grind:for 20-40 m'nutes Step 37: Then pI ace into refrigerator for

12- 36 hour sz Ste |t %’t—e;p at—40-60C.
The resul teqc,: g%gr i?esfeﬁqﬁgﬁg@fon Sub%? (heder Ar%"@ﬁ 40: M x
the Poria Powee A & efH : 43 y

m xture at 70- OOC and %Y ﬁ'op' to f|ne powder§ '832 M x Fine
Powder | with #nclusi on?st#s5tlfies | and I ncl usion Substances I1.
-10- WD 2008/ 990410PCTP182007P804483 Step 43: Add 50- 80% et hanol
solution to nake a dough-liKe mass. Step 44: Pass the wet nmateri al
t hrough a 16-24nesh si e\@egﬂl&lo@@gai n the granules. Step 45: Dry the
granul es at 40:60C. Ste Abq the dried granul es through the
sieve again. 5Step 47: EI;% thé fied granules well. This is Final
Granul es. Techni cal Requi Srentd [0036] (1) The Poria fine powder
needs to be scfeened byli¥8 red8Hes of screen (inner dianmeter 150 6.6
um) 10 [0037]42) The coér®éntlradi on of crude pdebhol.Bhoul d be no

| ess than 90%9[ 0038] ( 3). BGAncleR®& ati on nmust be (p&r-+ordFed under
vacuuned 15 cqopditions. 1[@Q39] %) The volatile matter is tested for
t he presence qfi ci nnamal dehydegs720[ 0040] (5) Material mass bal ance

should be 5% ,Quality Qaphrol gf0041] Creaned extgackigee: the creaned




Assay [0049] 1 nject 10pl of each the reference solution and the test
solution into the HPLC system and run the procedure. 5 Results

[ 0050] As shawmosavofiogure 1 and Table 1, 13 peaks (No. Ilpchsasudioos4ss
standard, S) were detected, and their relative retention tinme ranges

wer e speci[bbml] | n1addinki afmboBeaks:,l, t8e 9rasehtl2imese ispeqddvedet ok
the range_o reI ative, eak ar ea, éTabI er# 10, Such speci fications
wer e baseBe’é‘%a ﬁ@m%?ﬁo & CERBFVeIE dif PrE FEOMTEHy 2h8t ERESE ofoCc0S-
Ci nnanmom wBe Rard atloonpasidsii@ion [ P05ddAccordi pgp 0 dw rasukitsed to a
presented_h t he HPLC chromat og of an ba ch of G nnanom

ej n, ram
Pori a com%gh?l oRCHE LSR8 &%ﬁa\%e%e %3 EHar ttré‘lcl stY ctﬁ%aﬁgmp@ﬁfetlon
rel ati ve wetlent aon tppecpfidtke k3gpeaks andvéie redmd i vie) peakrmjﬁfan@f

Peaks 1, %3% Omaatorgoéé(;.s‘g?m %j%/ytgs%sl n t?ﬁespeg_l LI ed rag%etd Thro%%h suc

control, the rep and i nternal gualfty® Ananom
Poria conmposi tkehs cadrrlBe sontropded ahd @asuneﬂloﬂﬂl%LCaJd@t a. ﬁﬁ@rﬂﬁ 138,

20 differgn S I m apsul.es_ been.,
confi rnedst%)Sé;:%i%:ggy ? w%ggbrpﬁfpro |0f%é grgggn %ﬁ%her%elgﬁg TABle
1 Comn Pedkis 1and4Thai. p5Ei i i HPREL FT Phyer br6 2 - 256 CoAmBil s,

No. Rfé at gg{g Ref,80bi ons Ti nge Rel ative Peak Area Range 1 0.
209-0. 314 0. 25-0. 89 e’E‘EeE& OHB683 3 0. 733-0. 999 1

4 0. 8711 306 5 0. 921-1. 382 6 0. 968-1. 451 7 1. 009-1.

gég 5 53%@0§ﬁ8 1. 1R84n0en8H9- émb&agmgn% 1p2- gregég%(%ef%glocoﬁéogflen

further comprises paecniflorin and paeonol. Preferably, there
are 1.26~1,90% paeoniflorin and 0.71~1.07% paecnol.
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[0018] In ancther embcdiment, the present invention provides

a compeosition produced by a method comprising the steps of: (a)
preparing Poria powder; (b) preparing extracts of Cortex moutan;
(c) preparing extracts of Ramulus cinrnamomi; (d) preparing
20 extracts of Radix paeoniae alba, Semen persicae and Poria; (e)
combkining the extracts obtained from steps (b)-(d); (f) mixing
the Poria powder with the extracts obtained from step (e), and
generating fine powders; and (g) mixing the fine powders with
inclusion substances comprising extracts of Ceortex moutan and

25 Ramulus cinnamomi.

[0019] The present invention alsc provides a method of
producing a composition comprising Ramulus cinnamomi and Poria
cocos, the methed comprises the steps o©0f: (&) preparing Poria
30 powder; (b} preparing extracts of Cortex moutan; (c) preparing
extracts of Ramulus cinnamomi; (d) preparing extracts of Radix
paeonise alba, Semen persicae and Poria; (e) combining ths
extracts obtained from steps (b)-(d); (f) mixing the Poria
powder with the extracts obtained from step (e), and generating
35 fine powders; and (g) mixing the fine powders with inclusion
substances comprising extracts of Cortex moutan and Ramulus

cinnamomi.



1. 771-2. 657 12 1. 943-2. 915 1. 56-3. 06 WO
2008/ 090410PCT/ 1B2007/ 004483 [ 0052] The fingerprint profile presented

herei n is whhioanio fromthe ones shown in U S Patentpdr/fRgo74008sd N
the ' 700 patent, the aqueous sanples for HPLC were prepared by water

reflux extogpaefi on.thEN&::60RLeNt$veht 3,0 ANayOPl oA RAr 12 ©aRsHbes: Roal

were mxed wth 200 m distilled water for heat reflux for 30 mn
(start tiHFRGSEE BoiITRGISIThe® SOPERY WP IdgoPERRIGR S CEREFET L
for 10 mdne aBeodi bémied twbhhads-i4sqprefdilt.rati on menbrane. The
first part of the filtrate was discarded and the rest of the filtrate
was taken as the test solution. 10 Consequently, the 1700 patent
present s foorl] chr omat ogEasdnt | .i@ve@bEod Oralwat eprs@lddy € uses of the
conmponent s, two, for |ipid-solubl e component s( of :

di f f er entCRPETHE CYt apTi Cedhdi t16RSAN"  “ et BRITGH “WES e PENGERS T2 HHd
one for gas Chraytahagraphysdhe: f bestdilsht-aer claearatogr @xsmexdtebi §rqgor

reproduci bility. and have .15 so eaks_.over | appi ng, Wi th, each ot her..
[0053] | n CRE T heTanP2 T MVAREFSn, ORI SO BT Stetssi RE-HBERGD HadepaBHr el
changed tdysdsecSlMaiet hanacinet colddiagt tdreopanplm:lthie contlentaofordshe
sanpl.es far I ght. riati m xed 20 thoroughly and grinded
intozﬁi nea%pc)iogﬁ%ar. ﬁﬁb@%f&é}gﬁggg&%ﬁ hanol was added to 0.25 g of
the m xture, which was then sonicated for 30 mn and then filtered.
The first part of the Bﬁﬂﬁﬁbebﬁ’@éafﬂffbﬁr 80rANRG rest of the
filtrate was collected as the test so utign. I't \(\ggﬁﬁ%und t hat
extracti d9028] wi t Fi50% mdt lsanet Fesukbed fimarspeipeaks, ar éveadnary rfot
only noregopponants Qbnille (FoRnaiomME & 1ROk R caRsul es, but al so
shows |i pi d-sol uble and vol atile conponents in the product.

Ther éPore, the current method produces only one chronatogram which
can be used in conbi ngttRLM bRsekherrotuaki e CoRER®EoM0 procedures
to control the quality of the C nnanoni & Poria, capsul es. o

[ 0054] Herl€8231 he diPff er BRR&Het wddHeR ek t WEOMEPDds & s (REAPCEHelon

former mebhed: ofngnatieimesefl hdxrext hagtd ok exduiatt ednd5 re0ReNeALS: 1:hat
were mainly water-soluble, and the majaor peaks in the chromatogram

wer e t he SAEPEF%0I ABf e ‘CoHBoURESI n t hd prdFuct™IH™EsHt r dS¥e FeePal
met had ofcohpesitisiranian BeeAbLORL USRS intd- caphle as described in U.S.
2008/ 090410PCT/ 07/.004483 50% net hano S the extracti,on sol vent
Fo_oxt rac? SRS e viater C0o! LY chEoMBEHEa S ThSPALSoNFATE CONBOREM: Shs
wel | as therwddatrnidee conmpound paeonol, and these conpounds can be
presented in one chromatogramthat shows a hi gher paeonol peak based
on 5 equal sanple anmount. EXAMPLE 3 Specificity, Reproducibility, and
St abi |'i t {08840 nnamomneg RorddanCapsultesFiomgeept i Atiagtikd [©0E5MERe &
eval yati ga,pay %rsitiﬁﬁ éé}ﬁqxfﬂs@ﬂgrﬂ%é‘f& o pfeadht i nalp CBLNESE s,
medi cines are usually the ratios of the retention tine and area o
the char abeeeint ithepediesbrd t hozwdftirhe ief edefices. The rel alPveeaks
retention;LioE, and Peaksarea 19t 15 £ach pgak rgi@sgpm{t&e@ methad
characterization of the fingerprint. In standar ingerprinting, the
rel ativeCPEPENITGN there <ak@sr ebt PYETpeakcar 8B ofcomresi ebt'ur @1 pealkes:
are speci;bheghr {AQ56L8Heh; evalialhen PRAMBIEIS rhafs el i dARk8graphic
variations 20 caused by differences in instrunents, colums, nobile
phasé®an@r@nyfronnedt ©R&t FRACERZHge tHie ERIWMtCORaPRiRe aprlyfdgk is

area. ThenehopersdMRsCePALGNES efiSr HARcDEapsedghicect | tal ¥eaBHa1, the
conprehensively to represent the actual conditions of the

const i t uUBAEEER N TR hECTRRT AR §8ar¥tiAOrY Héthr Bifuc@zgapsgc solvent
Speci fi cinbyhaddQ57]:Fae thagerfudiattedaract erprst i Gstipr esenizednher & im
are uni que tga%ﬂe C nnanom & Pori a Cag,sul e of the Eresent

i nvent i of-Fh AFACT SIS 5% PRRARISY® tRel TEHYEY pPi At® rdfeal 30

consgBgtuents of every batch of G nnanom & Poria Capsul e processed
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[0025] The relative peak area ranges for peaks 1, 8, 9, and
12 as compared to paeonificrin are 0.25-0.8%, 0.69-1.5, 0.3-
0.85, and 1.56-3.06 respectively.

[0026] The relative retention time ranges for peaks 1-12 as
compared to paeoniflorin are 0.209-0.314, 0.456-0.683, 0.733-
0.999, 0.871-1,306, 0.921-1.382, 0.968-1.451, 1.009-1.514,
1.058-1.587, 1.152-1.728, 1.6%-2.536, 1.771-2.657, and 1.943-

2.815 respectively.

[6027] The herbal composition of the present invention further
comprises paeoniflorin and paecnol. In cne embodiment, there

are 1.26~1.90% paecniflorin and 0.71~1.07% paeonol.

[0028] The present inventicn als¢o provides a pharmaceutical
composition comprising the herbal composition described herein
and a pharmaceutically acceptable carrier. In general, the
herbal composition can be formulated inte a pill, capsule,

tablet, suspensicn, or syrup according to standard procedures.

[0029] Pharmaceutical compositions for use in accordance with
the present invention may include a pharmaceutically acceptable
exclplient or carrier. As used herein, the term
"pharmaceutically acceptable carrier" means a non-toxic, inert
gsolid, semi-sclid oxr liguid fillsr, diluent, encapsulating
material or formulation. Representative examples of materials
which can serve as pharmaceutically acceptakble carriers are
sugars such as lactose, glucose, and sucrose; starches such as
corn starch and potato starch; cellulose and its derivatives
such as socdium carboxymethyl cellulose, ethyl cellulose and
cellulose acetate; malt; gelatin; talc: excipients such as cocoa
butter and suppository waxes; olls such as peanut oil,
cottonseed oil, safflower o0il, sesame o0il, olive o0il, corn oil,
and soybean oil; glycols, such as propylene glycol; esters, such
as ethyl cleate and ethyl laurate; agar; buffering agents such
as magnesium hydroxide and aluminum hydroxide; pyrogen-free
water; isotonic saline; Ringer's sclution; ethyl alcohol; and

-7-
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phosphate buffer sclutions, as well as other non-toxic

compatible lubricants such as sodium lauryl sulfate and
magnesium stearate, as well as colering agents, releasing
agents, coating agents, sweetening, flavoring and perfuming
5 agents, preservatives and antioxidants can also be present in

the composition accerding to the uses of the herbal composition.

[6030] The present invention also provides a method of
treating a subject having a disease or disorder, comprising the
10 step of administering to the subject an effective amount of the
herbal composition disclosed herein. The "effective amount" of
an agent or composition refers to the amount necessary to elicit
a desired blological response. The effective amcunt of the
active components of an herb or herbal remedy is the amount
15 necessary to decrease a particular sign and/or symptom. Cne of
ordinary skill in the art could readily determine an effective
amcunt of the present herbal composition through cenventional

metheds and technigues.

20 [0031] The herbal composition of the present invention can be
used to treat a variety of disease or disorder. A number of
applicationsg have been discussed in U.S. Patent 7,052,700, For

example, the Cinnamomi & Poria capsule can be used to treat
primary or secondary dysmenorrhea, dysfunctional uterine

25 Dbleeding caused by irreglar shedding of endometrim, chronic
relvic inflammations with inflammatory lower abdomen masses or
small intramural hysteromyoma, and many other common pelvic
disocrders. Further pharmacological studies, pre-clinical as
well as clinical studies using the herbal composition of the

30 present invention can be carried out as described in U.S. Patent
7,052,700,

[0032] Preferably, the inventive pharmaceutical compositions
of the present invention can be administered orally. In ancother
35 embodiment of the invention, pharmaceutical compositions may be
delivered to mucous membranes, for example, by inhalation ox
injection. In general, the present inventive pharmaceutical

-8-
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compositions can be administered to humans and/or other animals
orally, rectally, parenterally, intracisternally,
intravaginally, intraperitoneally, topically (as by powders,

ointments, or dreps), bucally, or as an oral or nasal spray.

[0033] The invention being generally described, will be more
readily understocd by reference to the following examples which
are included merely for purposes of illustration of certain
aspects and embodiments of the present invention, and are not

intended to limit the invention.

EXAMPLE 1

Cinnamomi & Poria Capsule

[0034] The present example provides a herbal composition
comprising Cinnamomi & Poria in capsule form (Cinnamomi & Poria
capsule). The process of making Cinnamomi & Poria capsiule has
been described in U.S5. Patent 7,052,700, which 1is hereby
incorporated by reference. The Cinnamomi & Poria capsule
contains yellowish brown granule which tasted slightly bitter.
In one embodiment, each capsule containing 0.31 g of the granuls

can be stored for 24 months at room temperature.

[0035] In one embodiment, the Cinnamomi and Poria capsules

can be produced by a process described below:

Step 1:  Weigh (50%-90% of the formulation quantity) Poria

Step 2:  Grind the Poria into fine powder, and pass through a 100-mesh sieve.

Step 3:  Sterilize the Poria powder by microwave. This is designated as Poria
Powder,

Step4:  Weigh Cortex moutan.

Step 5:  Extract Cortex moutan by steam distillation.

Step 6:  Collect the liquid distillate. The Liquid Distillate is refrigerated, filtered and
cool dried to achieve a extract. The dried extract is designated as Paeonol.

Step7:  Save the extracted raw materials (Solid Residue I).

Step 8:  Extract Solid Residue I with 80~95% ethanol twice (3~5 times volume for
the first time and 2~4 times for the second). Boil for 1~3 hours each time.

Step 9:  Combine the cthanol extracts. This is Extract 1.

Step 10:  Extract the solid residue with water twice (5~7 times volume for the first
time and 3~5 times for the second). Boil for 1~3 hours cach time.

Step 11: Combine the aqueous extracts. This is Extract II.

-9
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Step 12:  Weigh Ramulus cinnamomni.
Step 13:  Extract the volatile oil by steam distillation. Collect the yield of the volatile
oil
5 Step 14:  Save the extracted raw materials (Solid Residue IT).
Step 15: Extract Solid Residue IT with 80~95% ethanol twice (3~5 times volume
for the first tirne and 24 times for the second). Boil for 1~3 hours each

time.
Step 16: Combine the cthanol extracts. This is Extract I1I.
10 Step 17:  Extract the solid residue with water twice (5~7 times volume for the first

time and 3~ 35 times for the second). Boil for 1~3 hours each time,
Step 18: Combine the aqueous extracts. This is Extract TV.

Step 19: Weigh Radix paeoniae alba, Semen persicae, and Poria (10%-50% of the
15 formulation quantity) .
Step 20: Add 335 times of 80~—~95% ethanol and leave at room temperature for
20~40 minutes and then boil for 1~3hours,
Step 21:  Extract the solid again with 2~4 times of ethanol, and boil for 1~~3 hours.
Step 22: Combine the ethanol extracts. This is Extract V.
20 Step 23:  Exitract the solid residue with water twice (57 times volume for the first
time and3~5 times for the second). Beil for 1~3 hours each time.
Step 24: Combine the aqueous extracts. This is Extract V1.

Step 25: Combine Extract I (Step 9}, I1I (Step 16) and V (Step 22). Concentrate under
25 vacuum till no ethanol smell. This is Liquid A.
Step 26:  Combine Extract IT (Step 11), IV (Step 18) and VI (Step 24). Concentrate
under vacuum. This is Liquid B.
Step 27: Combine Liquid A and B. Concentrate under vacuum till the relative density
equal to 1.15~1.35(60~~90°C). The concentrated liquid extract is designated
30 as Semisolid Extract.

Step 28: Weigh B-cyclodextrin and add into 2~~3 times of water. Heat the -
cyclodextrin solution to 50~70°C.,

Step 29:  Dissolve the total paconol extract from Step 6 into 4~6 times of 80~95%
35 ethanol.

Step 30: Add the paconol solution into the B-cyclodextrin solution.

Step 31:  Grind for 10~30 minutes.

Step 32: Then place into refrigerator for 12~36 hours.

Step 33:  Filter under vacuum,
40 Step 34: Dry at 40~60°C. The resulted white powder is Inclusion Substance I.

Step 35:  Weigh B-cyclodextrin and add into 4~6 times of 10~30% ethanol solution.
Add the all volatile oil from Step 13 into the B-cyclodextrin solutionunder
continuous stirring
45 Step 36:  Keep grind for 20~40 minutes,
Step 37: Then place into refrigerator for 12~36 hours.
Step 38: Filter under vacuum.
Step 39: Dry at 40~60°C. The resulted white powder is Inciusion Substance II.

50 Step 40: Mix the Poria Powder with all the Semisolid Extract,
Step 41: Dry the mixture at 70~100°C, and grind into fine powders
Step 42: Mix Fine Powder 1 with Inclusion Substances I and Inclusion Substances 1.
-10-



11 2.038 2.040 2.038 2.011 2.009 2. 657 1. 943-

1.56 -

12 2.222 1.998 2.224 1.888 2.222 2.473 2.189 2.698

2.186 1. 8250 210901%48. 06 S111111111 PpCcT/ilo7/004483
2008/ 090410PCT/ 132007/ 004483 TABLE 3 Finger Print Data From Five
Q her Bat ches Reejd3Spaci 5o-ca0%emsnd] kgficnhemetantapilithhagat ogram
Batch No. No. Redpaidt veasdR@leadet M@terial through a 16-24mesh sieve to obtain the granules.

10

15

20

25

30

35

Step 45: Dry the granules at 40~60°C.
Step 46: Pass the dried granules through the sieve again.
Step 47: Mix the dried granules well. This is Final Granules.

Technical Requirements
[og3e] (1) The Poria fine powder needs to be screened by 100

meshes of screen (inner diameter 150 £ 6.6 um.)

[0037] (2) The concentration of crude paeonol should be no

less than 90%.

[0038] {3) Concentration must be performed under vacuumed
conditions.
[0039] (4) The wvolatile matter is tested £or the presence of

cinnamaldehyde.

[0040] (5) Material mass balance should be + 5%.

Quality Control

[0041] Creamed extractive: the creamed extractive is dark
brown in color. Its relative density should be 1.15~1.35 (60~
70°C), and the content of paconiflorin should be 1.36~2.04%

[0042] Soft powder after mixing of Poria cocos: yellowish
brown in color with a slightly bitter taste. The microbe limit:
numpber of bacteria can not exceed 5000 entries/g; fungus can not
exceed 100 entries/g; living acarid, acarid egg or coliform
should not be detected. Content of pasoniflorin:

(1.23~0.87%).(1.23~1.87%)

[0043] Final granules: yellowish brown with no more than 6.0%

water content.

[0044] Capsules: clean, not sticky or mutilated in shape.
Differences in content sheould be no mere than £ 10% (0.31

g/capsule). Dissolving time is within 30 minutes. Water
-11-
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at 1.26~1.20% and paeonol 0.71~1.07%.

EXAMPLE 2
Fingerprinting of Cinnamomi & Poria Capsule
[0045] The test was carried out acecording to the HPLC method
(Chinese Pharmacopoeia 2000 Ed, Vol, One, Appendix VI D) and the

regquirements for fingerprints.

HPLC Conditions and System Suitability

[0046] Agilent 1100 Liguid Chromatograph; Alltima C18 5um,
250mm X 4,6mm column. Mobile Phase A contains 0.1% phosphoric
acid and 5% acetonitrile agueous golution; Mobiel Phase B
contains 0.1% phosphoric acid and 50% acetcnitrile agueous
scilution, Flow rate: 1ml/min; detection wavelength: 230nm.
Based on the peak ©¢f pzeoniflorin, the number of theoretical
plates of the column should be no less than 6000. The gradient

elution program runs as follows:

Time (min) A% B%
0 100 0
70 0 100

Preparation of Reference Scolution
{o047] Weigh accurately certain amount of paeoniflorin

standard reference, and thsn add suitable amcunt of methancl %o

make a solution of 50ug/ml.

Sample Preparation

[0048] Take the content of the samples for Weight Variation
Test, mix thoroughly, and grind intc fine powder. Weigh
accurately about 0.25 g c¢f the mixture and add 25 mi of 50%
methancl. Sonicate the mixture for 30 min, and then filter.
Discard the first part of the filtrate. Collect the rest

filtrate as the test solution.

S 12-
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Assay
[0049] Inject 10ul of each the reference sclution and the
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test sclution into the HPLC system, and run the procedure,

Results

[C050] As shown in Figure 1 and Table 1, 13 peaks (No. 1-12
and standard, 5) were detected, and their relative retention
time ranges were specified. In addition, Peaks 1, 8, 9 and 12
were specified for the range of relative peak area (Table 1}.
Such specifications were based on the combined analysis on HPLC

from many batches of Cinnamomi & Poria composgsition.

[0051] Accerding to the results presented herein, the HPLC
chromatogram of any batch of Cinnamomi & Poria composition
should have the 13 characteristic peaks. The relative retentiocn
time of the 13 peaks and the relative peak area of Peaks 1, 8, 9
and 12 should be in the specified range. Through such control,
the reproducibility and internal quality of Cinnamomi & Poria
compositicon can be controlled and ensured. HPLC data from ten
different batches cof Cinnamomi & Poria capsules have been

confirmed to display the fingerprint profile presented herein.

TABLE 1
Common Peaks and Their Limits in HPLC Fingerprint

Common  Relative Retention Time Relative Peak Area Range
Peak No. Range
0. 209~0. 314 0.25~0.89
. 456~~0. 683
0. 733~0. 999
1 1
. B71~1. 306

.921~1. 382
. 968~1. 451
.009~1.514
. 058~1. 587 0.69~1. 50
. 152~1. 728 0. 30~0. 85
. 690~2. 536
CT71~2, 657
.943~2. 915 1. 56~3. 06

o

S o500 ®a s L e
bbb D DO

213 -
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[0052] The fingerprint prcfile presented herein is different
from the ones sghown in U.S. Patent 7,052,700. In the *‘70C
patent, the aqueocus samples for HPLC were prepared by water
reflux extraction. The contents of 3 Cinnamomi & Poria capsules
were mixed with 200 ml distilled water for heat reflux for 30
min (start timing at boiling). The solution was cooled down,
centrifuged for 10 min, and filtered with a 0.45 pm filtration
membrane. The first part of the filtrate was discarded and the
rest of the filtrate was taken as the test sclution.
Consequently, the ‘700 patent presents four chromatograms, i.e.
one for water-soluble components, two for lipid-soluble
components (of different chromatographic conditions and
detection wavelengths), and ane for gas Chromatography. The
first three chromatograms exhibit poor reproducibility and have

some peaks overlapping with each other.

[00B3] In the instant invention, this processing method has
been changed to use 50% methanol to extract the sample. The
content of the samples for Weight Variation Test was mixed
thoroughly and grinded into fine powder. Twenty five ml of
methanol was added to 0.25 g of the mixture, which was then
scnicated for 30 min and then filtered. The first part of the
filtrate was discarded, and the rest of the filtrate was
coliected as the test solution. It was found that extraction
with 50% methanol resulted in more peaks, revealing not cnly
more components of the Cinnamomi & Poria capsules, but also
shows lipid-soluble and wvolatile components in the product.
Therefore, the current method produces only one chromatogram,
which can be used in combinaticn with other guality control
prccedures to control the quality of the Cinnamomi & Poria

capsules.

[0054] Hence, the difference between these two methods is

that the former method of water reflux extraction extracted

components that were mainly water-scluble, and the major peaks

in the chromatogram were the water-soluble compounds in the

product. In contrast, the method of the instant invention uses
- 14-
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50% methanol as the extraction solvent to extract more water-
soluble componentg, lipid-soluble components as well as the
volatile compound paeonol, and these compounds can be presented
in one chromatogram that shows a higher paeoncl pezk based on

equal sample amount.

EXAMPLE 3
Specificity, Reproducibility, and Stability of Cinnamomi & Poria
Capsule Fingerprinting

[005B5] The evaluation parameters for the fingerprints of
Traditional Chinese medicines are usually the ratios of the
retention time and area of the characteristic peaks to those of
the references. The relative retention time and peak area of
each peak are used for the characterization of the fingerprint.
In standard fingerprinting, the relative retention time and

relative peak area of the feature peaks are specified.

[0056] Such evaluation parameters can eliminate variations
caused by differences in instruments, columns, mobile phase and
environment that can change the retention time and peak area.
Therefcre, these parameters can be used objectively and
comprehensively to represent the actual conditions of the

constituents in and the internal quality of the product.

Specificity:

[0057] The fingerprint characteristics presented herein are
unique to the Cinnamomi & Poria Capsule of the present
invention. The characteristic peaks of the fingerprint reveal
constituents of every batch of Cinramomi & Poria Capsule

processed according to the disclosed manufacturing procedure.

Reproducibility:

[0058] The current fingerprint standard was derived from

optimization of assay conditions and data collected from many

batches. Results from repeated assays of the same batch, as

well as data from ten different batches (Tables 2-3) show that
-15-
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10

the current method can accurately fingerprint Cinnamomi & Poria
Capsule with geod reproducibility. The results alsc show that
the constituents’ contents are gimilar in different batches, the
relative retention time and peak area of all the characteristic

peaks being in the specified range.

Stability:

[0059] The fingerprints of consecutive three batches have
been studied from § to 12 months. The results show that there
is no obvious change of the characteristic peaks in 12 months,
demonstrating the stability of the quality of the product as

well as the fingerprint assay method (Tables 4-6).

.16 -



12 2.266 2.643 2.265 2.627 2.266 2.344 2.187 1.803 2.188 2.870
S1111111
2008/ 0904 18 eChhd/438007/ 004483 TABLE 4 Stability Data PealqmseooBadasy
No. 050301 O Month 3 Month 6 Month 9 Month 12 Month RRT RPA RRT RPA
RRT RPA RRT RPA RRT RPA 0.270 0.63@a81852 0.632 0.304 0.639 0.274
0.636 0.267 0.637 2 0. 5fkhgeld. bb3nt bAAA2Frn ke Bables 3 0.925 0.912

2.915 3.06

WO

0.927 0.921
Specifications from Batch No.
the Standard
Peak Chromatogram
No. | Relative | Relative 051201 051202 060101 066102 060301
Retention | Peak
Time Area RRT | RPA | RRT | RPA | RRT | RPA | RRT | RPA | RRT | RPA
(RRT) (RPA)
0,209~ 0,25~
1 0.304 | 0555 | 0304 § 0521 | 0304 | 0478 | 0312 | 0.850 | 0.313 | 0.625
0314 0.89
0.456~~
2 0.620 0.621 0.620 0.634 0.635
0.683
0.733~
3 0.929 0.929 0.020 0,031 0.931
0.999
0.871 ~
4 1.066 1.066 1.066 1.062 1,662
1.306
0,921~
5 1.115 1116 1115 1.106 1.106
1.382
0.968~
& 1.155 1.155 1.155 1.144 1.143
1.451
1.009—~
7 1.234 1.234 1.234 1227 1226
1.514
1,058~ 0.69~
8 1.286 | 1.030 | 1.287 [ 0917 | 1.286 | 1.061 | 1.274 | 0.888 | 1.272 | G.915
1.587 1.50
1.152~ 0.30~~
9 1.368 §{ 0.581 | 1.368 | 0.548 | 1.368 | 0.421 | 1.355 | 0.744 | 1.354 1 0.679
1.728 .85
1.690~
10 1.954 1.957 1.954 1.933 1928
2.536
1.771~
11 2.038 2.040 2,038 2.011 2.009
2.657
1.943~ 1.56~~
12 2222 11968 { 2224 | 1,888 | 2,222 | 2473 | 2,189 | 2.698 | 2,186 | 1.825
2.815 3.06
S 1 1 1 1 1 1 1 1 1 1 1 1
5
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0.921 4 1.061 1.086 1.066 1.054 1.057 5 1.096 1.139 1.115
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1.371
1. 997paRiZ @24 1 1 2.076 2.205 2.045

2.029 1 2.065 12 2r5ihfe?. B¥Ahi?D4id FoddlBide 2Bihe: BEEcHe232. 029

2.262 2.026
Specifications from Batch No.
the Standard
Peak Chroematogram
No. | Relative | Relative 060302 060401 060402 069501 060502
Retention | Peak
Time Area RRRT | RPA | RRT | RPA | RRT | RPA | RRT | RPA | RRT | RPA
(RRT) (RPA)
0200~ 0.25~
i1 0.291 | 0488 | 0.291 | 0485 | 0.291 | 0.607 | 0.313 | 0.556 | 0.313 | 0.662
0314 0.89
0.456~
2 0.612 0.612 0.611 0.635 0.635
0.683
0.733~
3 0.926 0.926 0.926 0.931 0.931
0.999
0.871~
4 1.067 1.067 1.066 1.062 1.062
1.306
0921~
5 1.114 1.114 1.113 1.106 1.106
1.382
0.968~
6 1.154 1.153 1.153 1.143 1.143
1.451
1.009~
7 1.242 1.242 1.242 1.226 1.226
1.514
1.058~ 0.69~
8 1.292 | 0.899 | 1.292 | 0.901 | 1.292 | 0.924 | 1.272 | 0.841 | 1.272 | 0.828
1.587 1.50
1.152~ 0.30~
9 1380 | 0.631 ! 1,380 | 0.636 | 1.380 | 0.658 {1 1.355 | 0.624 | 1.355 | 0.806
1.728 0.85
1.699~
10 1.995 1.995 1.996 1.929 1.930
2.536
1.771~
11 2.076 2.075 2.076 2.008 2.010
2.657
1.943~ 1.56~ :
12 2.266 | 2.643 | 2.265 | 2.627 | 2.266 | 2.344 | 2,187 | 1.805 | 2.188 | 2.870
2.915 3.06
S 1 1 1 1 1 i 1 1 1 1 1 1
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S1111111111 5TABLE S5 Stability Data Peak No Batch No.
050302 0 Month 3 Month 6 Month 9 Month 12 Month RRT RPA RRT RPA RRT
RPA RRT RP&d¥sdsidsbAe 0. 273 0.579 0.260 0.577 0.304 0. 57et19m20b406dass’ 1
0.267 0.570 2 0.600 0.562 0.621 0.606 0.597 3 0.925 0.914

0.929 0.921 0.921 4 1.062 1.090rakr@866 1.054 1.057 5 1.096
1.130 1.116 1.086 1.091 6 1.%34bilath/®atd. 155 1.121

Peak Batch No. 050301
No. 0 Month 3 Month 6 Month 9 Month 12 Month
RRT |RPA |RRT |RPA | RRT RPA | RRT RPA | RRT RPA
1 0.270 | 0.630 | 0252 | 0.632 0.304 | 0.639 0.274 0.636 | 0267 | 0.637
2 0.599 0.553 0.622 0.607 0.597
3 0.925 0912 0.927 0.921 0.921
4 1.061 1.086 1.066 1.054 1.057
5 1.096 1.139 1.115 1.088 1.091
6 1.135 1.187 1.156 1.121 1.128
7 1.195 1.293 1.237 1.196 1.194
8 1276 | 0.803 | 13491{ 0805 1.286 | 0.810 1.261 6.808 | 12724 0811
g 1375 | 0.645 | 1453} 0.648 1.368 | 0.641 1.360 0.649 | 13711 0.652
10 2.014 2.094 1.957 1.997 2.024
11 2.076 2.205 2.045 2.029 2.063
12 2270 | 2.021 | 2416 | 2.028 | 2222 2022 2.223 2029 | 2262 2.026
s 1 1 i 1 1 1 1 1 1 1
5 TABLE 5
Stability Data
Peak Batch No. 050302
No. 0 Monih 3 Month 6 Month 9 Month 12 Month
RRT |RPA |RRT |RPA | RRT |RPA | RRT RPA RRT | RPA
1 0273} 0579 | 0260 | 0577 0304 | 0572 0.274 0571 | 0267 0570
2 0.600 0.562 0.621 0.606 0.597
3 0.925 0914 0.929 0.921 0921
4 1.062 1.090 1.066 1.054 1.057
5 1.096 1.130 L.116 1.086 1.091
6 1.134 1.176 1.155 1.121 1.129
7 1.195 1.247 1.234 1.192 1.196
8 12751 0796 | 1334} 0.803 1.287 | 0.806 1.261 0795 | 1272 0801
9 1.375 0.539 | 1458} 0542 1.368 | 0.543 1.360 0.536 ]| 135371 0.545
10 2.014 2,144 1.957 1.996 2.029
11 2.076 2.255 2.040 2.029 2.065
i2 2270 | 1915 2476 | 1.923 2.224 | 1.925 2.222 19191 2264 1920
S 1 1 1 1 1 1 i 1 1 1
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. 129
. 287

. 076

PNOR R

Dat a
Mont h

7 1.195 1.247
0.806 1.261 0.795 1272 0.801 9 1.375 0.539 1.458 0.542 1.368
.543 1. 36Q0%@a604dB71 0.545 10 2.014 2.144 1.957 1p89er0iidaes
2255 2.040 2.029 2.065 12 2.270 1.915 2.476 1.923 2.224
TABLE 6 Stability

RRT EPA RRT RPA RRT

1.234 1.192

1.196 8 1.275 0.796 1.334 0.803

. 925 2.222 1.919 2264 1.920 S 1 1 dadrElel 1
Peak No Batch No. 050303 &:dantiky3pdManth 6 Month 9 Month 12

Peak Batch No. 050303

No. 0 Month 3 Month 6 Month 9 Month 12 Month

RRT JRPA |RRT (RPA |(RRT |RPA |RRT RPA |RRT |RPA

1 0273 ] 0692 | 0.260 | 0.692 | 0304 0.698| 0.274 | 0.6%6| 0.267 | 0.694
2 0.601 0.562 0.622 0.606 0.597

3 0.925 0.915 0.929 0.921 0.921

4 1.062 1.0%0 1.066 1.036 1.056

5 1.096 1.129 1.116 1.086 1.091

6 1.135 1.175 1.155 1.121 1.128

7 1.195 1.283 1.236 1.193 1.195

8 1.276 | 0.963 | 1333 | 0.969 | 1.287 | 0.967 | 1.261 0.968 | 1.272 1 0.967
9 1375 | 0.721 | 1.457 | 0.726 | 1.369 | 0.730 ] 1.361 0.7271 1371} 0.730
10 | 2.014 2.144 1.957 1.996 2,027

11 2.076 2.255 2.041 2.029 2.066

12 | 2270 2530 2.477 | 2535 2.224 | 2539 2.222 | 2538 2.262| 2.537
S 1 1 1 1 1 i 1 1 1 1

-20-
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RPA RRT EPA RRT EPA i 0.273 0.692 0.260 0.692 0.304 0.698 0.274 0.696

0.694 2 0.601 0.562 0.622 0.606 0.597 3 0.925 0.915

0.921 0.921 4 1.062 1.090 1.066 1.056 1.056 5 1.096

%h1%6' 1. 086 .091 6 1.135 1.175 1.155 1.121 1 1.128 7
12831°1%238"¢

0. 267
0. 929
1.129
1.195
0. 967

383 1.195 8 1.276 0.963 1.333 0.969 1.287

1.261 0.968 1.272 0.967 9 1.375 0.721 1.457
1. A method of preparing and analyzing granules comprising

Ramulus c¢innamomi extract and Poria cocos extract, the
method comprises the steps of:

grinding Poria cocos into fine powder to yield Poria
Powder;

extracting Cortex moutan by steam distiliation to
give a Paeonol extract and a So0lid Residue I:
extracting the Solid Residue I with ethanol to give
Extract I, and then extracting said Sclid Residue I
again with hot water to give Extract II;

extracting Ramulus cinnamomi by steam distillaticn
to give a velatile o0il and a Solid Residue IZI;
extracting the Solid Residue II with ethanol to give
Extract III, and then extracting said Solid Residue
IT again with hot water to give Extract IV;
extracting Radix paeconiae alba, Semen persicae, and
Poria cocos with ethancl to give Extract V, and then
extracting said Radix paeoniae alba, Semen persicae,
and Poria cocos again with hot water to give Extract
VI;

combining Extracts I, III and V, and removing all
ethanol to give Liguid A;

combining Extracts II, IV and VI, and concentrating
the combined extracts to give Liquid B;

combining Liguids A and B, and concentrating the
liquids to give a Semisolid Extract with a relative
density equal to 1.15-1.35 {60-90°C);

dissclving the Paeonol extract from step (b) in
ethanol, and adding the sclution to an agqueous
solution of [O-cyclodextrin, wherein the mixture is
grinded and dried to give Inclusion Substance I;
mixing the wvolatile oil from step (d) with 0O~
cyclodextrin in ethanol, wherein the mixture is
grinded and dried to give Inclusion Substance II;
mixing the Poria Powder from step ({(a) with the
Semisolid Extract from step (i), wherein the mixture
is dried and grinded into fine powders;

mixing the fine powders from step (1) with Inclusion
Substances I and II, adding ethanol to the mixture
to make a dough-like mass, and passing the wet
material through a sieve to obtain granules;
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0.726 1.369 0.730 1.361 0.727 1.371 0.730 10 2.014 2.144 1.957
1.996 2.027 11 2.076 2.255 2.041 2.029 2.066 12 2.270 2.530
2.477 2.535 2.224 2.539 2.222 2.538 2.262 2.537 S11111
What is clainmed is: 1. A nethod of preparing and anal yzi ng granul es
conprising (RanufB¥iBPnRaRBNIOTERILESr 2R PGSiSaCodde SiieaktIramiees
net hod conpri sesthheughepshef : s{ayegragaing Roriai cocosinal o hamiles
powder to yield B@fnpalE’Qm@emambbhseﬁlm@etnbﬂzq CRRt-@% tMRHA PN, sStRAB s
distillation to g \5 % ggaol extract and a Solid Residue I; (c)
extracting th ﬁ § eSi t%:l%vvlth tha tq give Extract and
then extractPhg 83P4Y84MFd Jué"H-58ai ob*® ?E‘F‘atl‘de ihiguid
Extract I1; (d) ehrpaétpggammmspc@ﬁnaﬁnm fblygereahmdrefrlraw@lmto
give a volatile oil and a Solid Residue Il; (e) extracting the Solid
Residug |1 with eianel be obyeifx(yactd ot rANERL @%r@gt'fma@ﬂ
Sol i d Resrduell aal got water to give Extract IV, (f)
extracting RaUIX P Jaﬁc &, 'Senen persicae, and Poria cocos with
et hanol to give Extract V and then extracting said Radi x paeoni ae
al ba, Senen ez simaehodndoPor thatwcog, aganerainh hok watearcetnd agieve of
Extract Vi; éaaoﬁpﬁmﬁwQLMrr@@lsaﬂu;éé l; and 26-jangher enovi ng al |l
et hanol to give Liquid A, (h) conbining Extracts I1, IV and VI, and
concentrat| %the conbi ned extracts to give Liquid B '1 conbi ni ng
Li qui d&-A and'B, ™24d ConeentG @iyl he’ T i ds 6 g‘a‘%na S miSHHE =€
Extract wth a/¥el ativelPdemsily equal to 1.15-1.35 (60-900); (j)
di ssol ving the Paeonol extract fromstep (b) in ethanol, and adding

it 3?%”?'30%1*@ e w ?%‘gréﬁéﬁ?{eﬁ sttl%nscg}%reé(’%fa@%d
mi xi ng the VG .|éﬂe§tqrafr%m S (S T s G iquid
et hanol , Me?@qmaetr@lfﬁghmr@alysqra nded and dr| ed to give | ncI usi on
Subst ance I'1; (1) mixing the Poria Powder fromstep (a) with the

grelmnzgg' ?ntEgﬁH@%eﬁﬁ&ﬁn c?f e@i&iﬂl zwﬁﬁ@kglﬁp?ﬁgb%t %ﬁgfé% ?g'm%@egn%s a
wi th Inclusi otfn rgleachfangeché anrltqu1 eq:fdyrnganett%aggmﬁ%o t':hhronrla |§1lr)re td

make a doughttdk&ifass, and passi ng the wet material through a sieve
to obtain granules; (n) drying said granules, and passing the dried

granul gs thl"IQUgghméBanl e agairﬁl 50 ghverdimaknher aﬁﬁtaecsl@npéaﬁl ragcea
Ramul us cin #) Pqul a 8cogc§she>grrcact g

the granul es gﬁlh er formapc q r t gr uce
fingerprint lgﬂ%‘%s” T&u f?re@ %%i o‘ﬁ égg?ng V\B pegﬁ £ 5%_

granul es fur3t He e‘tﬂﬁﬂqcs’few%labm florin. 3. The nethod of claim 2,
wherein the percentage of Paeoniflorin in the granules is 1.26-1.90%

4. Thegnet h%é)f mgtﬁba‘ bt WE%%“ d, hewﬂéﬁé%eschfeo”]?éﬁ@l{?e71re1ce917c%on
Paeonol . hod of  claim.l ein the gran are extract ed
i th et hand- PG ( PTG SF drmbet b & Hr oMot S aph § Tang g
The nmet hod &r<l 8 AP 27 Owhéfei P F‘a%fi)rﬂ 8(5?4 n0r§3§s@d93 raOs-t887r¥dar(§QGn
t he hi gh perf.cdtenicesd4,qui d .Afiforiatddgr,aphyl .&ielisisl4,7. Thé Sfetlhdd 7of
claim 6, whereigp-tiherxgel ati vi@-peasa@rea renges dor I%Qﬁi(S 11,948-29,9130d
12 as corrparreedstocf q{vflorln are 0.25-0.89, 0.69-1.5, 0.3-0.85 and
1.56- 3.06, s?pectlve 8. The nethod of claim6, wherel n the
relative retent|on time ranges for peaks 1-12 as conpared to

Paeoni $} ori Ahar em@t208- 0. F14, cDa #B6- 0., 68FhaA3B- OL1999, gba8Ules. 3GB e
0.921- 1. 382t OrB6Bae45knt.009- biSl4, 1c858ulep8tablet, suspension or
1.152-1. 728, §1 @ﬁg 2.536,1.771-2.657 and 1.943-2.915, respectively. 9.
The net hod o aim1, wherein the granules are fornulated into a
pill, capsule, tablet, suspension or syrup.
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