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BACKGROUND OF THE INVENTION

Among the various anorectal and colonic diseases, hemorrhoids occupy a prominent

position and have been the subject of numerous clinical studies. Hemorrhoidal disease

is cﬁaracterized by bleeding, without any pain. Fresh blood spots occur immediately, on
30. defecation. However, pain occurs when the hemorrhoids are secondarily infected, or

complicated by thrombosis and anal fissures. Hemorrhoids can be caused by a variety

of factors including hormones, genes, {nﬂammation, infection, constipation, exercise,

vascular stasis, diet, strain, physical stance in defecation, loss of connective tissue



conplicated by thronbosis and anal fissures.
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30 Patents in the USA (U.S. patent nos. 4,613,498; 4,626,433; 5,166,132; 5,219,880;
5,234,914 and 4,797,392) and Europe (European patents nos. 0225832 and 0513442)
have been granted in respect of compositions with varying constituents, for topical
application in the form of suitable and acceptable pharmaceutical carriers, such as salts,

ointments, etc., with organic, inorganic Of biological active agents. However, these
>
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Nowhere in the prior art is disclosed oral pharmaceutlcal compositions comprising dry

extract of Euphorbia prostrata from about 0.1% to about 99% by weight wherein the
30 effective average particle size of the dry extract of Euphorbia. prostrata or drug or
active agent is not more thah.about 5;00 microns with pharmaceutically acceptable
excipient(s) wherein the compositions preferably provides a release of not less than
about 50% of the dry extract of Euphorbia prostrata or drug or active agent in first 15

minutes and not less than about 80% of dry extract of Euphorbia prostrata after total
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The phrase ‘dry extract of Euphorbia prostrata’ as herein described is prepared by
30  drying the plant Euphorbia prostrata under controlled conditions of temperature and
humidity, making a powder from the dried plant, extracting the dry coarse powder with
a polar solvent repetitively to form an extract, distilling the extract, optionally washing

the concentrated extract with a non-polar organic solvent, optionally re-extracting the
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i ol hiORTHED Y %i%‘%@r ?‘ffgg“‘{w‘!eb@?ﬁ%npl o¥i NG e
Phys ivelRGing athepbbhiggéds Hém about 2 to ebabSUL° by weight, wherein
optional ly with surfagtant( et oRiRGEIVEay&kide, 0.3 -
15t h8aypneidepAMATNG éﬁ’fﬂ‘?’lﬁ‘h‘gt CB%‘%%F ad’ ‘mé;*g@tl i(rglyée%pr 0 cég)és like:
f0B,%t@%&%ﬁ%@%ig@ﬁﬁn,olfute@nﬁhncpmardaa'mémlité% tyowpeliand g like;
for the treatnent of anor ect al oregepliogyiig di gasewsbeh gallic
as amewbereingheighenplic sopRAUNIL FOUEE® °FiSt Ul'ds, abscesses. |
| Nt amimt gy, Bguekiof sRasemiand ¢ Hev ibigeweighpranaithg like with
dr§7‘ xtract of Eupﬁor bia prqstrata fro erllk%g(yt chér%’irﬁgo of the
ab pharma@s bty wedcghieblamee iR Pnas dFFdt 45V aver ag
partlcl.e §i ze of the dry extract of Euphorbia '

20 SAOPMESTPE not nore than about 500 mé[yons {o extract
CORPIdr§ing thefek@aco toaprdduct theresitsd phargvEt-g© ATEePRY) By o
wei ght, . phenql.i 0 tvith Qaintacalntally 2089 ptadle
by “&e’l"@‘ﬁ’tg ‘Eﬁgn {ﬁgtfa%ggﬁgg%fgé&ﬁtﬁfnegbou%qﬁl% to about
87% bykcieinfif)t , wherein the flavonoids conprise

api_geni n- 7- gl ycosi de,\ 1. - 4 596 ¥t HWuitable dosage form.

I utlébforfﬁ‘ll?tl‘@tg“c‘@g‘i“gg,Obtﬁl.nﬁdﬁl%e%)(giﬁwei ght : and

api genin, luteolin and quercetin, 0.01 - 1% by wei 1ght, ch
and, & N hiKhjedie offtRE hoser: Heveptiem il focprowp aiRd of using su
conprise ellagic acid,_ 1-15% by wej ; Ld16niaQisdase buch as
O ibttnbyeuictlgRmpas HORSHR R dreadent i#o&gte’ﬁtaggjf CppniE discase

i %nwlrrhg\dp?@% CEHLIsCRIhINS, ascepdsabidenflaxmoatpiydrpves jiseasge-
her'&"{"des¢r i bed; conprising of the

30 The compositions of the present invention and method for treating anorectal diseases

including hemorrhoids and colenic diseases using dry extract of Euphorbia pr?strata

provides' long-term effectiveness and low prolapse rates.

DETAILED DESCRIPTION OF THE INVENTION
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foIIovvi rig steps: i) drying the extract to produce the
si red pharnaceutically acceptable extract, ii )[
wo Fr‘?‘l)?/lﬁﬁ“‘f he dried extract obtained fromstep ]()?3/ Ng0pg4000308
phar maceuti cal |y acceptabl e excipient(s), iii)
formul ating the m xture obtained in step (ii) into a
sui tabl e dosage form  Yet another objective
ot € Elpreseng amientin PVides GPBDIIBT ISP JF  T8iin g0 Bfigtered. The

phay n%ﬁ%ﬁtar&@éesqa@%ﬂ bR Sisdodihtell Ratht Keddroi. ’ﬁﬂie invention also
anorectal "or col onic di sease such as. henorr hoi,ds

f i ssigrifeantlyr rediees blpeging gad aégféqf@g%é@ueaﬁﬁgrowth ih the affected

i nf |, LY BQuet diSaRR8 is -ﬁgb?ulclﬁrm@%eﬁth@ﬂtso@fesibhg other than
present 1 nvention and nmethod for treatin dg anor ect al

fli skas@shoidich dkl mpriverereatrad ¢an be dorpats o ingevarals woes of dosage
us| ﬁ%tne rﬂle?%?’é A6 bidOL rktnish E’{e%s@Bﬂﬁ& EéthosRioR\ih B&8an beings. The

| on ecti veness and ow pro apse rates
DETAIahHBtp@Eﬁ@Rb@m@N(P@mIWHEthmWWh ilepiifiedeasibeing relevant in

I nv {%It Igog\/r foé’n%ﬁe%?al a?lgp?I E())Jﬁé Q{]s%astepahcﬁﬁmgbﬁe@&ﬂ{dxd/s Euphorbia

I nven rowdes relref from pain
ass peisatads well lknbvenmar thiadidian tréﬁr@nahmeﬁclh@m thegige of treatment for
signific hl eedi ng and accel erates tissue

1P e- aoMR %pqoﬂyf%@mgrfyf%ct 80 henorr hoi dal tissue. The

invention is useful in the treatnent of |esions, other
t ham, r&ﬁ”&ﬁlﬁﬂ]@hﬁﬁ dfntht heregenoneehtédn & @eovfahd Zary epharmaceutical

formul ated in several es of dosage e
no §@|ﬂ@)sgpf1efe{ glefq%ipﬁlf{%é)?&g%reg?l ?rh%og geas? s;ﬁ:h Iﬁg h&h&irhoids,
humggg Bei Nesks, TRGuIRS, 2Absc&e OhRirmftbgs tbatia d@sﬁwfﬂ land the like

Euphor bi aceae) was identified as bej reIe pt.in th %
1§t uggmprisingndyeRtiart %fnéu%rl%upéosaﬁ@et{%fg 'h%qdd“’ About 99% by

henmgyf r%lﬂt gremE%hQr@fe@ﬂw% Rt akRlel szenvef lthekmngmma <bfhEuphor bia
ra

I ndi'a tional nedicine in the use oftreﬂ]trpa bout 3% to
f or pemtriuras ndsinowd jhag pBet 589 jicrefFOgpFiEias flpypngidls trom about 576

enbg e QBoktS 0PY B\ub&RS 08 by weight and
or al® gl%‘ﬁg?’ g’éed%m g@ﬁ&iﬁ%@ {;ﬁdgﬁ% orO he treatnment of d
anolbget abmgundofromi abouli @éést@ abont 187%s by aeishf Hegan the flavonoids
fissures, crack fi stul 0 S aELIREY0.3 - 4% b
280\/\/@?‘“65‘%@&%"‘“ AR e5 %gip%?@? lmegp{;/bext ract. of Y
EUpmrgkm anPrapitfiaj mtef)hmrandahnnntetl@ 194 t—ol"/atbwtfelglg%nwhe like; and

ght wherein the effective-.av e .pa : id, 1
t he “@‘Fﬂ?'”et?? P%Pf“b‘fonﬁl‘j’ﬁﬁ BRI g@%'g afle {ggfﬁo? V&héﬁ gl acl
than @bpy welft BACTHOMIBS, qmrm%—s;y Rgidht andtiei like Wittopharmaceutically
about 3%to about 9% by

h
f r ostegbieble eggg«gpm&,s),a@guy ew/ﬁﬁfomgpgtﬂ?nsécﬁc ral%)/ proﬂées a release of

25 mot less than about 50% of the dry extract of Euphorbia prostrata in first 15 minutes
- and not less than about 80% of dry extract of Euphorbia prostrata after total dissolution
study of about 60 minutes when tested in accordance with‘ the dissolution method
described herein employing physiological pH range of about 2 to about 7.5 optionally
with surfactant(s). .
30 _
The phrase ‘dry extract of Euphorbia prostrata’ as herein described is prepared by
drying the plant Euphorbia prostrata under controlled conditions of temperature and

humidity, making a powder from the dried plant, extracting the dry coarse powder with



ther conmpounds from about 41%to about 87% by wei ght
erein the flavonoids conprise apigenin-7- gle(
Woi‘m/lé‘b}“‘by wei ght; luteolin-7-glycoside, 0.3 WWZ'B?P/OO%OS
wei ght; and apigenin, luteolin and quercetin, 0.01 -
1% by wei ght and the |ike; and wherein the phenol I C
conpounds conprise ellagic acid, 1-15% by wei hi
gald pcdara:olvcll}t rdpetitiygpsopfpropen @mactaﬁ@tllﬂla&mer%tra% OP“%%%VWS ine

wei ght on%n% %té?le %&mm 4 ho TREA doPRhd, %pﬁ&ﬁﬂptr@bitelctmg the

excl pl ent ereln the conp osi tions prefe l%é/ ashed
pr mmmmad realraa dthof meditm| podasity ﬁéaqmabssmems@% I“EH w

dr Béexﬁr)é%trtﬁ? grtodﬁ) e tl%u&lg%' h@r g:&ﬁ%glgﬁra%cép@abﬁé &®hctl5 M nutes

an han a %0 O y extract of
Fuphorbi a prostrata after tot al dissolution study of

3Ibg E)ang er emgt(f ’i%‘o%ihce[q% ?r?é%) | nﬁ&r\cgr&@‘ﬂgﬁi W bRl toR@rmaceutical

er el n errp oyl ng
physinglosigoc &br (pél treanget off arwb&wt,aﬂ oP cplonishdisgase7sush as hemorrhoids,

opt onal | rfa cr.ant Xt Ghe il
%iﬁrﬁ%r%fa\l\f( %silfti?sataascegseﬁfe%nef}anm% (R’gr ?%%oll gl@é{as?etagr ed
by SmprdRgtdie emrmtofliﬂ@mm propras tireat abumdel’ tO about 99% by
controll ed conditions of te ture .
T HE RO ORe EraTe Reere Bt aie, Solle Mool of Buphorbia
?r YploSdkie & RPWES téﬁzM &l’ﬁ]{%f 50l rﬁfc?]cfﬁl@ bMﬁMsufgetﬂHa/bndndS/ﬁbey about 3% to
orman extract, distilling t eextra ti
wasHIORGI% I Weigihb GREOHE EXPRKPISAEY™ AR th ?@%’ ﬁ%ﬁboﬁg?@’ Y weight and
Or 9ARLCc A MERt froRRbORNAY] ¥ LRUEFI% ALt Waight Rerein the flavonoids
concentrated extract wt aomedl ump | ar | t%/ @%acp & 4% b
sol santrisaadigeriy’ iy corde. ias Avdbe X eighe ”t?QJ -GBS (g - 470 by
desjr, t k) @ extq 8Etueidhband the like; and
ano?ﬁlggt BH%@E&W ﬂzt‘é@‘#rl tha&fc‘aﬁ:@{u ¢ elé an

e pr esent invention'is i id, 1
pr owheteid tanptonalic qohvepwnds eernprisalellagingsisilt 156h DY Yeighhgallic act

ey Sief R Gk, 2T 189 A hight ARARE iRUG Pharmacetically

henDH sures crac abscesses
i nf L@Bﬂi’fﬁile eycxmameb atlil sbas, than@mbdsélom Risfesahhp Progidega release of

; e
a{,}émexgg ﬁw &RA&%&P F]>8$t {& hé}?)l Vg%g}\i/%tragn é—ﬁ@ttl@ minutes

afpar ErldQOele‘és & Sout §0% Of &y exttarcaaﬁE@horEL@hoxtmtaafter total dissolution
prostrata is not pore than about

co nf_ﬂdql}g phgbaut S0ommutes whep destes it acg@;%fl%cea%gﬂﬁheg %s%olutlon method

wei Q&Embeahﬁ&% érﬁ (6 PP PHy o didad PH&bﬁg;ttofh@%tthtoad@oun7 S0ptonally

b and er conpounds from about 41%to about

87%Nbbrswéﬁcglht(s) vvher ein the flavonoids conprise

api genin-7-glycoside, 1 - 5% by wei ght;

| uteolin-7-glycoside, 0.3 - 4% by wei ght; and fical
28pi Gerh ngmbadireait i of Hadpigesat deeniion ds @1°V‘def%%fr%P%Wace” ca

coniTiEerial i P UIRER o shSpbn o Rl GRERR MK a5 Jemgrnolds
fissures, cracks fistulas, abscesses sinflammatory bowel disease, and the like
comprising dry extract of Eupho;bza prostrata from about 0.1% to about 99% by
weight wherein the effective average particle size of the dry extract of Euphorbia

30  prostrata is not more than about 250 microns comprising flavonoids from about 3% to
about 9% by weight, phenolic compounds from about 10% to about 50% by weight and

other compounds from -about 41% to about 87% by weight, wherein the flavonoids

comprise apigenin-7-glycoside, 1 - 5% by weight; Juteolin-7-glycoside, 0.3 - 4% by
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- 12% by weight and tannins, 1 - 10% by weight and the
wi th pharmaceutically acceptabl e excipient nggb
Woé’t??a/lﬂ\ﬂé‘f ein the conpositions preferably pr ovFG¥ 9/000308

rel ease of not |ess than about 50% of the dry extract
of Euphorbia prostrata in first 15 m nutes and not
| ess than about 80% of dry extract Euphorbia prostrata
af t eeightond apigein| lueolmanst qvaseetyt, Ofdoutl el Heigt eyl tpdife and
tes ' t; gallic acid, 1
desei I AERRIRAREE LS Dt IRe Sl RO LN R
about12% yoweightuand ZaBinspi |—dﬂ |byywwglntrﬁn§dher ke with (pégrmapwtlcally
or af R e e el s AERAThe LAREERI R rdBPUORAC SRicase of
anon@dmlthanrabomi ’iﬂ% of e siea@@astmﬂfuaéorﬁmwwma as first 15 minutes
f ! Sguar ifor lesSth @ gbso‘ut gd/s 51“4 ?Extra@tbo?% RiBia prbﬁ;fajtm&%)ﬁ ssolution

wel 'O séase, “and th SI ng ‘dry extract of
Eu p btodyb b alpruo SO tainateﬁ vaen adstedt mOa,CQ%iar@e abiduthegdigeotyion method

ff I
th egﬁFS}gﬂgj}efe&?‘n@]gyl% Blﬁth | Vlecafe‘vﬁr ?r%g of %Bcwt % t a§5LIZc(i7 508})'[101’1&“}/

t hawitRb@@ictad§). m crons, corrprrS| ng fl avon0| ds from
bout 3% to about 9% by wei ght, phenolic conpounds
rom about 10%to about 50% by wei ght and ot her

CONMPRY PiEhemAdeiidad BEHBosAbROIKLE deRpsH dBshYe kﬁ(}‘rm&l&:la@ bk ,formulated using
mhereln the flavonol ds conprise apégenln 7-

- plg%wxwuq;g@ilé ﬁgcepqablf: @5c|:1plﬁnt§s_) @p@,@a ighes k@mglg tc}/ aq/sl;harmaceutlcal

byW@éng:t forrﬁfpgf 8o bﬂ:ﬁ‘é?l't thvehtish %@1’1 b& iR fsthhedeteelel ﬂfz;oerbLQ hot limited
1% by wei ght and the |ike; wherei n the phenoli

confsoiahlgts (é‘éﬂﬁ%ir @rs‘@céiitP@g P@W&EIP dfablats, 1 ug-apletie rgRites and lozenges,
1gal Ldﬁﬁet ggxl sXhard bf s/BfB%’ Yiﬁ'ta@h*s/tﬁﬂgts RO InNRpsule, prahfI¥s, Bylutions,
wei ght ?1 ? E‘ pharmaceutical ly acceptabl e
excstpp@lmo(ls powdcﬂdsubhmugl dpsag@efom-p@&rq, icamets, Fﬂnéﬁ)@‘phﬁqﬁ?ge forms
pr o¥u| tgtqu g X torag ]ag% 59[ {0 nl?xtan regxé dlﬁ}lgg{]?h%k&?ﬁ’x&)os?@o% @;n BJ‘{tﬁrepared by
an ddm@tvuh@@sdlm’eaqmgahy lektrz&@% Bfphdrbja prastratct m@rfsolvent or mixture of
LSRRk Ll BRI LD S gl o
261 SEOdritsi PRpIABIhp ok dhsionidpddpdieibeiontoengt bt;adm,gspheres cores, seeds,

physi ol ogi cal  pH . range o out

opt P%W}g{?% e R Qﬁ?ﬂda?ré&?a?ig)sp‘heresi,-hcgreﬁhgere% Cné'lmcleéacrr nuclei can

CONPRFIrksé QN bt iR IR ifel @6 Qater-d1661e %aﬁ@fal’s‘o‘suﬁlﬁiras lo&gar spheres, lagtose
fornul ated usi ng pharmaceutjcal|y accepta

ex cini thntike and puxtirss Higreqt WEhQH diHtabign theyeto. T%e inert beads, spheres,
Ph a&ggsc Sidbid %ertl]gﬂg%?Qﬁclélq:ﬁmls@éorﬁﬁ}%e Bf BS8dE lilnR¥ERLWA-insoluble

can ormselected frombut not linmte
25 materlals such as celluloses such as microcrystalline cellulose spheres glass beads;

1

plastic particles; 'water-insoluble or partially soluble inorganic materials such as
calcium carbonate, dicalcium phosphate anhydrous, dicalcium phosphate monohydrate,
tribasic calcium phosphate, magnesium carbonate, and magnesium oxide; and the like
and mixtures thereof without limitation thereto. In a preferred embodiment of the
30 present invention, the composition is formulated in the form of tablets. The tablet§ can
be prepared by either direct compression, dry compression (slugging) or by wet
granulatjon. In a preferred emi;c;diment of the present invention, the oral composition is

prepared by direct compression/conipaction, slugging, extrusion, molding, or the like
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to tablets (coated or uncoated), chewabl e tablets
tabl ets, troches and | ozenges, sachet, ca I
‘VOEﬂﬁpﬁwﬁf soft) mni-tablets/tablets filled % ﬂNﬂmwmmym
capsul e, granul es, solutions, suspensions, powdler,
subl i ngual dosage forns, mafers capl ets, and other

dosage forns suitable for or adni ni stration
errbmﬂ prstienty H@“@dﬁﬁ’éﬁsp??%ﬁé{ﬂ@gﬁn «alp%rap%ltloﬂ My also be

gt%?éréfd Qror A BRE! SR uE, V\Mu@?%ﬁ}a&‘a‘e teﬁer Eqmoyf/llmla solvent(s) or
rafd 1 n a sol vent or m xt ure ng solvents w tge‘% used is

W| nérortueqisir geaic SOMEEE) 10 THEBED T8 B PP EHEYS 2R
depgsida figh B nbiIhGifel ﬂga QB dﬁd@h@)ﬁhlﬂ@ ethitR], S@btd)bylcylbohol methylene

di spersi on onto I nert her es, COI' es, se tlon may be
5pachlpidess acﬁtomul@laéuembw@ﬁrm th? ?@?&08%% £ %RSFF&P%EV@“ Y

Cor e%be (?rﬁ'p%f Rafhdisd b miEbREs, CRMpRAFBAN labetsaiinialtlets, or
MTmted to ter-sol uble materjals such as ﬁ%gﬁ :
n another

Sph@”@gd thlslets/ogig-tabiads t eraterlj fabletsgmigi-igblgts ks the, d
\émo:exglg u(}ugentmhg %(gat Qa‘;iF@/R% Qable-{sl\%ay %foﬁal%ﬁms@@'ﬁ@f 8swhole of

eed art nuclei  can "al so_conpri se
of tHeulctiveadgeiti nm}teedattng cmpcertwnnlgl(ﬂnmb@dmé@ﬁ the gresgyé jvention,

SZﬁg}%léalg) el %Eaiicsss vggtasgfg’teml 1% ée?e%geﬁsfgﬂ B\ﬂct'?\gt ﬁrﬁ{té&@oox%@thanol ethanol,

wat] &futdndis al-biar@], 03- paamtyl Hbdltyncsl,olltpbcbpgncpln@ﬁggpﬂngl isopropanol, 1-

material s such a aIC|u rbo a ropyl
S oS gLl IR 6%, B, oy
tr i Bastk Gsdbatyt| awtat@ @Q@p&%rptertrmg{msthynmﬂm,rdjm efor@lateaﬁmloroform
mag neS|un1OX|de qﬁthe | ike,and. m xtures thereof .
MAﬁﬁbhfmﬁﬂWVFdWﬂgﬁ OF BUre Rei50h  of er red enbodi ment

sof the present invention, the conmposition is

’ ory @@Gﬁduﬁé‘mt 1€ th‘a{ &Bl@ht(i)a@éceﬁx&he Extegent aivbsstion foathe peocess of
prepare

elt di rect conpressi.on
( slpupgiatio 06¢lryk¢ytr%9épf gwdwml@pr@ﬁamﬂﬁsede%?%fﬁ P gy Sihilka o 2

embodl et ' @iﬁ@ﬁ‘&l' RBprobdiR1, Okabr, and the like used
o o oD, Gartlp r@m a?)?tg o é%'f’e?ﬁgol BIHEAL prop

c Omnheesﬁomm/r ammnduma’ngn the@oﬁ duiarfgrthes gmbodimept; tq?moaqu&r organic
ZOSklsPllh E‘H Hse Hlé %%%qiﬁg@e@ Olc?n M%r5&5§ B‘feprgﬁd}é% of dry extract of

osition may also
pr %@h&dza@%oymﬂa gi sehegted tiroom blltetm fimgige 10 Wrarew? ﬁqﬂprggg pentane,

th / pol |
§|()|Y\9§q[gmp(a g%,lp?%llés o e[ahlg%gt ?rxgﬂlgx(o?gr ﬁé&ﬁdg%xﬁ%gﬁggﬁl{scﬂfog&m&e and

sol¥ente Ueatiths: Aeleeatiacombimamitrithersof. Ihiam dnezpdingeny the medium

group conpri sing ethan .S P al c hyl
c h|mfar1@eoré?mt‘ameaﬂé) is ?ege%‘# ot ﬁ}e‘#{{“tedtot Byl ARl L) Fmcihy
25C o%&)ﬁ% tﬂu%ﬂgl od hé ﬁk@d’s@@ EitHer 41BEdItih 66mbiAstidnehérentt he

form of ‘conpacted tablets/ mni-tablets, COnpressed

tablets/mni-tablets, or moul ded tabl ets/ m ni - gﬁw’rawm
coaﬁteqamameuts:ﬂlﬁu acceptablp exapishiE) tases 11y 1hE CORoY %‘}R P

emod) gE b ob10Ge SR B ﬁcﬁ‘@ihﬁtteé /tcm F‘x'ouf) gbt:RifierYenerally known to

OP“PO conprise a part or the active . h
aggtsohd slhhﬁi Goalid Y cpnplosits |sg¢h as ﬁameeﬁﬁwp%pﬂlblgf starc

30t heml?:{o%?yestghm% nc\éﬁt?lose, xylitol, fructose, sucrose, dextrose, dicalcium phosphate,

calcium sulphate; disintegrants; binders; fillers; bulking agent such as ispaghula husk;
organic acids; colorants; stabilizers; preservatives; lubricants; glidants; chelating
agents; vehicles; bulking agents; stabilizers; preservatives; solubility enhancing agents -

such as glycerin, various grades of polyethylene oxides, transcuto! and glycofurol; pH

*-10 -



a suitable organic solvent systemis selected from but

not Iimted to, nethanol, ethanol, 1-butano

WO 0d¢ddbl, 3- net hyl - 1- but anol , 1-propanol, PCT/IN2009/000308
2- propanol, isopropanol, 1- pentanol, acetone, nethyl
acetate, ethyl acetate, butyl acetate, propyl acetate,
i sopropyl acetate, isobut

. | acetate, .ethyl - ethere: :
t o ruint ylemE pFOMIATES OTBY Iy 1ESR St FHEIAGNE Rt %%?%@‘”g zge”,ts
di [ D3R G he: ddidsesugsr anokbly reaiscingiargent nontgducing
anggﬁﬁgggﬁ%%?ga¥ﬁgg%g%ar ;vaentés%.usﬁd i€Tﬁngmm rants used
pr es@rt andribeelits wed tidier lRee P B CRREMEFONPEBAT at' 1 on oig.
dry, ext Eli%getnt of RO R f st riated iks smadheat &l derivatives, fully
but™ A5t PIT M ted to a roup Co%§risin ageton%um sodium starch
sme tphayaiatinizet h)a'rzglsrarqhs%m@béﬁ% ), G MElGTE SPHE™ i'ke ;
used ejther kferGRITB bAAtdoRBinahier ferkof. The hinders used in
fu nggat%r?ﬁ%g.lleﬁrggtu,&eteﬁgﬂnon- pol acr olr gani c, sol vent[gsc) mbrisin
usekk presérieinpinesient i elesied SR Byt pofelipHet S gPup comprising
preparatjon of, dry extrac WENRRO KR pRESEHHIAdambige starch,
selpé‘g'tvg‘éfl PYERvdsle ﬁ%r?ﬁlo?r#st g%lvt 0 iﬁﬁr 3ﬁ‘5 (.g:orrpri. si r%ﬁ Lot
pemnyangypbs) aithyl beplanerydpeyproby walldesse 4m @FdST P BIMES
di chl or ojret hane, di chl or get NBbridak@® W&EH the present

11 e rseR Aot op G NEn fredf i Eidalte preser

enbodinBntncluiae bimd Umitpdtoamict magegiani easaie, valiiyns jiegrate, stearic
selected frombut not Limtedt iR usddtther alone
netdsid hxdipgshale ﬁﬁ??ﬁ@@ﬂ*%ﬂ&m}ﬁ%8T|‘@¥%§g§£g?t%gp al one
or 1.8, coRhhaRhRRrothereof . The pharmaceutically
acceptabl e excipient(s) used in the conposition of the

present invention are selected fr but . not, | L A Ohorbi

13 gRouppoiessrupRicdrs awher 91309 IAT0/PE {’%t%ﬁé’PJs%’ér%‘&q’q P oroie
skilled n ru%gabﬂf o ShoudishUBNitBus Uoh ras alagt wisie, pharmaceutical
mari’t ol 8orbi '

; tol, starch, mcrocrystalljne: 00
cel txalpises, Skyilarly.ghblets mgr be gispared by @g%e,rm%t{?lp 8g%u,t 25 to about 3

di cal ci.um pho a3l ci EBabE; frdh abfi Sgrambest 100 mg
bi n'&‘éroggd”ﬁ‘ %"It‘iaét?(g?é 3?’%?{1‘%0%{%%? such@as | spaghla oo be
hus Kong éra nitiser ahiactsrceuwsioklopetients. 36 A8 qrpbodiuent, the tablets may
5/)r eservatives; lubricants; glidants; chelating agents;
2( enfeRfedSr “’b‘iﬁ’lai?fj'ng agents; stabilizers; preservatives;

sol ubility enhancing agents such as glycerin, vari ous.
gr ages, ehbahy@t dithe pesaxiisestiorn, s sapgble| mayne taken, subject to a

gl ycof urol ; pHadj usting agents; I OX] b Sont BS®L1 & another
agemesimughed 2horh Oa’@%ﬁgg’fy ‘Wrgéooéi 1% )f% %‘;gggn%’é‘; iawet i ng

Age D, fodiRbH) i l¥nles agealys dispsiitls jand efaresseeighgn are prepared by
reduci ng sugars; non-reducing,sugars.a e i ke jusfdne like.
261 t hehg SCIBTONC 1 Wi DT ¢ }é‘inzbé?a.rrl"d"?%‘lg’ ctrlos€id ERdhe |
di sintegrants used in the present invention include

but N0t elel 1] alofboStion sSoM@nity@bs ¥ diim coated yosage form.
pr e&b?@f&eﬁ%%ggﬁtgﬁtkgksp%gh l% St ar ch 150(8??_[{ ¢ not limited to the
cr ogeanoRlngasatesddisednforsilal oentiag dv SHEFPS &B Bytgnot Jim

Erﬂg c%%vggtécﬁéﬁg élg K Iren%tteﬁlalg NEtPbs LOANFR botgEnk RN of e Hied or mixtures
30 thereof, Other conventionally used excipients for the coating includes but not limited to

plasticizers, solvents, lubricants, surfactants, and the like or mixtures thereof.

In an embodiment of the present invention, is provided a process for the preparation of

an oral pharmaceutical composition for the treatment of anorectal or colonic disease
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the present in invention is selected from but not
limted to a group conprising polyvinyl pyrrolidone
WO 2003144{4br its derivatives, full y pregel atini BEHIYRYps/0308

starch, hydroxypropyl nethyl cellul ose, hydroxypropyl.
cellul ose, gum arabic powder, gelatin and the Iike

used al one or in conbination thereof. The | ubrica

Us@gthi & héreorphoatse fissurasy eracksodisiukee] ARPESHTH a‘ﬁg{“ aWr“ﬁgtoiyd bowel
to talc, magnesi um ate g SiMm-slear avith phhesceutically
acid&fFaSﬁy&‘?’ngW§t érdy \S/""é‘gg‘{‘a%‘fe ![glﬁ(%l C_ls.?éli um st F\r ch .o

f UnBdoptaBle @meipitines) bs hegein descrilisidt dogpriging AhG KOOy INg SIEPS:

conbi pati gn t her eof U8 meSNREd S Qctdpableahnart,

25 1 0 ré‘B%ﬁ’te e prg?ulpg]g%ggr% Ext rrnact _of Euphorbia . .
sPr QB t Rk, thpdebeeatuicy obtaiord &bouters@) Wih ABTHHACAHH ﬁ‘ga P

al ong w th pharmaceutical excipients. Simlarly,

t abl eP$PH8)be prepared by di spersing from about 25 to
abqyy fo3RNatife thd mijniry okxinedintstep(iEHOiORGH abde desags ferta,
preferably from about 50 to about 100 ng along with

ot her glh_ar maceut i gh%l exci pients. In an enbodi nent, the

t abPistutienPtly Mgthodd or uncoated. In an embodi ment of

10 NerHRr &SBMitioh RMRYtrh@Rd N empsithe witly the presdugrnvention has the
subj ect to a maxi mum of* about 300 ng of dry extract or..

dr uglloyinaedppeieigent per day. I n another enbodinent,

—~ the granules in ready dispersible and effervescent e

form. ar e pr d by usi ng ®x&ipicenhslasytinlgstesndisbies, water
rran]g}lsgoé'lﬁl,()ﬂggeg%fn bi carbonate, citric acid, and the

| i kissdlutioamod her vadwbodi hed@?d ®he conposition is
ormul ated as a fil m coat gdygesageryem The coating

1 tg&?a i™used for filmcoating is s%q%ect ed from but

not pdddriSpeetl t o t he conventi0dpEl |y used materials such
as*_cel | ul gsi c polyners, ori ghgiduteke or m xtures
thep%(fl‘.moﬁ(%‘fféer conventionally used excipients for the
coating includes but not limted to plasticizer

sol yemtemboliveni, aantisolusar frafileafiths, compepitidieas|des iBig} in Example-|

m xtures thereof. |n an e dj t . , £

29 nvesseingiisr C?‘gprﬁfr@ArHE’&raﬁt gg}é%gﬂfv c’)(?&fnia?]ﬁeﬁgggﬁlg?gt i on
of an oral pharmaceutical conposition for the
treghygent of anorggieimiRitegol oni c di seadissalution profile
henorr hoi ds, fissures,  cracks, fistul as, (%lisegsdeaseland .
i nffl anmat ory bowel di sgase conprising dry exf/pact of
Euphorbia prostrata with pharmaceutically acggptable
2excipi ent (s) as herei Addescribed, conprising of the
following steps: i) dgying the extract to pr@ddce the
desiTed pharmaceutically acceptabl e extract, |§|)7 m Xi ng
the gried extract obtdbned fromstep (i) wi t 3
phargraceuti cally acce%babl e 85.5

30 In an embodiment of the present invention, a method of treatment of anorectal or
colonic disease such as hemorrhoids, fissures, cracks, fistulas, abscesses, inflammatory
bowel disease, and the like, comprising a dry extract of Euphorbia prostrata With

pharmaceutically acceptable excipient(s) is provided.

35  In a further embodiment, use of a dry extract of the plant Euphorbia prostrata for the

preparat'ion 'éf a pharmaceutical composition for the treatment of anorectal or colonic
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excipient(s), iii) formulating the mxture obtai ned in
stepf/&l i) into a suitable dosage form Dissol ut
WO 0ddd*7tbt hod The di ssol ution st udy met hod (I?CT/HNZO”/OO%OS
accordance with the present invention has the
followi ng paraneters : Dissolution nmedium: 'O 5% w' v
sodi um lauryl sulphate in distill ed water | ution bowel
rrediuaaanevsoctlumemomﬁ)@lgs rfissuspsp ieglesu st lapAgsaeesey. US%W*K}%%W owe
I) dd m Di ssolution tine . 15, 60
dlsteas J]nﬁ tk%g%%opdé\qrr%%d? the dissolution profile of
the conposition as described in Exanple-] hereinaft
c orfpheicsmpgsititmy of tter preseniofveatiph é‘ﬂcbl“ﬁthﬁ?l it tFegting pROTEER diseases
| Eodph€-bkPprostrata
I T e s e (g
5 Qﬁov&ﬁ:s 510hg}teaﬂ effdotcinemnendofiowt hsolpsesiefes. iThY éﬁ@mﬁa‘f inpludes
a o S ing of a
S ucHmad i B 8T gt PSR Al P ARG B fsing
a b Sthesfesutichllyf dcospublcdayridp aneiixdire eﬁﬂ@ongd@andr@emll@@ompounds
conpris a dry extract of Euphorbia prostrata wth
phaﬁ*ﬁ%&ﬁ@‘?%gwwrlﬁege@f”ﬁ’ﬁl e excipient(s) is provided.
1dn a further enbodi nent, use of a dry extract of the

pI aftle &HIHPI% bivén BEES é’e&te&oflﬂtﬁstl’aﬂaeenﬂfoémmn&t ofothe pfesent invention.
p armaceuti cal COprOSl tion or t

D oHeal ey de diobMiee Seisi G ehPasT RETBRr Rrden in any manner
fi svg,}lrgtg erCracks, fistulas, abscesses, inflanmatory
bowel |sease and the like are provided. The
conpositions of the present invention and nethod for
13 r elitanmge &nor ect al di seases i ncl udi ng henorrhoids, and

COlgf}l c . di sgasgs using a dry extract of EupBgabesa
pro

Dry extract of Euphorbia prostrata 100
(effective average particle size is not more than SOQ microns)
2. Mannitol 348.85
20 3. Microcrystalline cellulose ‘ 41
4, Pregelatinized starch 5.5
5. Purified water (q.s.) Lost in processing
6. Croscarmellose sodium 10
7. Glycerol dibehenate 3
25 8. Colloidal silica, anhydrous .3
9. Magnesium stearate 1.65
10.  Crospovidone .37
Base coating
11.  Opadry Il 13.75
30 12, Puriﬁgad water . (g.s.) Lost in processing
Procedure:
i) Dry extract of Euphorbia prostrata, microcrystalline cellulose and mannitol

were sifted from sieve of mesh size #30 and mixed together.
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provi des | ong-term effectiveness and | ow prol apse

rat es.
WO it d7ah

The treat nent

i ncl udes adm ni stration i( or al
ef fective amount of conposition conf)? /QYZHQP/W”S

b

a pharmaceutically acceptable carrier and m xture of
fl avonoi ds and phenolic conpounds extracted from
| es gi ven bel ow serve

Euphor bi a prostrata. The exanp| )
i | li)st r Bregelatirtiesdistreaht véassiisperses i9Peg

qﬁw?’cﬁv@m ¢qufinuous s{ir?ing to

Hovever LGy uiq el sdind to Timit the scope of

present " |

vention 1 n any

manner what soever.
S. No) | fibe eiddesolutiop ofetApeil) was mpxgd syt thigcpate
prostrata
nore than
M dwocr Esdsedrinehese c eddiush,08
starch

R Y A

Itol 348.85 3.

a?ég %’6 flbf]f);obtain
g%;ag‘,gle%]?c}él:ogﬁé kygﬁyﬂﬁ%g}gﬁgegrﬁareg_i cle si ze. .i S not
brogroly dipehmpiegetolpidpl siligon anhydrous,

hdr ThiBh @CL S8V mesh
di behenate 3

8. Col | eizel?d. silica, anhydrous 3 9. Magnesium stearate

1.6

m cr.ocr

1G 1 o si

10.. G oS
13.%5 12he 8

TR

bt Bondeiastivles SL%55

PRI

nd nmannj

l .
ARe TR R e

§ﬁ§ ?15100 ARt B8 lor PRGN Wds blended
.S.) Lost

I n processing
Pr ocedutdethen fobi ¢+ 1 Exiimuast  of Euphor bi a prostrata,

1e§si.fted
er.ii)

Pregg! atgppigerwad Aneh inasifdl sper sedbou 4 urindtbetd merrer the base
with continuous stirring to prepare the binder
sol ut i o§oatingis9lutigfe bi nder sol ution of step (ii) was

M xGeh Wi SR S0RE & skl (v9 y\feresdo@ﬁéd iith the @ sobdagihg solution obtained

from step (vii).

15
Example 2:
S.No. Ingredient mg/tablet
1. Dry extract of Euphorbia prosirata : 100 '
(effective average particie size is not more than 500 microns)
20 2. Lactose 340
3. Microcrystalline cellulose 45
4. Polyvinyl pyrrolidone 5
3. Purified water (g.s.) Lost in processing
6. Sodium starch glycollate 10
25 7. Magnesium stearate 3.5
8. Colloidal silica, anhydrous 3
9. Stearic acid 1.5
10.  Crospovidone 35
Base coating
30 11.  Opadry Il 13.75
12.  Purified water (g.s.) Lost in processing
Film coating
19.73

13.

Opadry AMB
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the granu:es followed by drying o f the granul es. iv)
carnel | ose sodium glycerol dibehenate, coll oi
‘VO%WP”$Uﬁ4anhydrous magnesi um st ear at e, Crospggpggwgnmmmm

were sifted together through a sieve o f nesh size 30.
v) The dried granules of step (iii) and the materi al

of step v) was bl ended together for 10- 1
V|V1Th8Ubf%%M%ﬁ'granules of step (v) were %82%%$é§§§e$“%

[ .ets. vili adry |1
\,\21%@?&?‘% ) Opadry Il was mixed in purified

or about
coat i ndry @mmc? @anqu&zprrlrrlz%] }J}??{Zatég?gésg %ﬁ% e. %Q%Ys%ﬁﬁe ceelullose were
}"’fgfn g%ﬂ{eﬁ \c/)}/x\i: Jléwefohﬁxeaﬁss& #E}Oaﬂdi ﬁh@(c& @lgethkion obt ai ned

5 gy b Febriy! EYoIERES Bes dig d‘épefseéd‘ib phu R A e P papripgys stine

(effect |
i Crons?}‘%gﬁgﬁ{e%@&iepﬂ&doﬁ e size is not nore than 500

o o Shatee Losires, 40 8 M cLoet gl
water (; %ra%%és%ﬁovb%rd?ﬁﬁgﬁ tA9g@nulesS0di um st ar ch

egcoIIa nneessl i uunm sstt
3. ) 8. Sdiuisdeth gliymltm TRABRGD LRSS Collel%gggﬁr'?sg'ﬁt@%“a”dm“

10 %I)Jpaaosaﬁ%‘OS(P(?'Cr Sa\gd%%/eg?ﬁlgﬁjﬂﬁ ?étlléeg%\xgl{égra sieve of me?_h size 30.
© i nyprocagsditg grahuiesc oﬁsnep] dii) and the material of s ep (1v? wag ﬁended
together for 10-12 minufes. .
vi)  The blended granules of step (v) were compressed into tablets.
vii) Opadry 1T was mixed in purified water for about 45 minutes to prepare the base
15 coating solution. '
viii)  The core tablets of step (vi) were coated with the base coating solution obtained
from step (vii).
ix) Opadry AMB was mixed in purified water for about 45 minutes to prepare the
final coating solution.
20 x) The base coated tablets of step (viii) were coated with the film coating solution

obtained from step (ix).

Example 3:

S.No. Ingredient | nig/c@psule
25 L. Dry extract of Euphorbia prostrata 100

(effective average particle size is not more than 350 microns)

2 Microcrystalline cellulose 200.8

3 Mannitol . 72

4. Tale 32
30 5 Sodium starch glycollate 4 12

6 Colloidal silicon dioxide 12

Procedure: '
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13 Cpadry AMB 19. 730308 14. Purified water (q S.)
i n processing Procedure: i) Dry extract_ of
““’%WBH%Wﬁfa prostrata, |actose and n1crocrysta??T4N¥m”mmBOS

cellul ose were sifted fromsieve of nmesh size #30 and
m xed together. ii) Polyvinyl pyrrolidone was
di spersed in purified water with continuous stlrrlng
toBmmﬁwPﬁ@%ﬁﬂmmﬁwm@&%ﬁ@?@%@%mﬁﬂ““e“ mannitol
sol uti onygf ﬁ%@ﬂo&\' shekre Wes@s&@%d‘&ﬁdﬁn&g@mg&ﬁ&“ al Of
step (i) to obtain the granules fol i ng
t heiiyr antdlesodiim stagbdilyeailae arrdcq\?l1glldV@dle&ti@deﬁﬁ@ff‘e@s%thmugh
Sstearate stearic acid,
crospOV|%%ﬁ%gég?g@gv%bhgﬁggnggg&ﬂggﬁ?%ugh a sieve of
ﬁesh03|zEWﬁﬁmnw@Sﬁ%@pdﬁaaﬁogmawumegiof step (iii) and
the t a S 0

o 1" oy i melig PO Rl ) i TR SRy PR hlapsuts at e
were conpreegs 6U werghboft B inets2%vi i) Opadry Il was m xed

f b 45 . h
past) coaltnycastticoneR ey ruEh it bEield £ Pof st op

(vi) were coated with the base coatlng sol ution
obtained fromstep (vii). ix) Opadry AMB was m xed in
purified water for about 45 mnutes to prepare the
final coating solution. x) The base coated tablets of
~step (viii) were coated with the filmcoating sol ution
obtained fromstep (ix). Exanple 3: , S.No. ingredient
ni g/ capsule 1. Dry extract of Euphorbiaprostrata 100
(effective average particle size is not nore than 350
m crons) 2. Mcrocrystalline cellul ose 200.8 3.
Manni tol 72
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4 Talc 3.2 5. Sodiumstarch glycollate 12 6.
| | oidal silicon dioxide 12 Procedure:i) Dr

ext t
wo 6?09/%‘591‘& bia prostrata, nmacrocrystalline cel ?‘Eﬁ@?@gﬁ‘}%ms

mannitol were sifted fromsi eve of mesh size #30 and

m xed together. ii) Talc, sodiumstarch glycollate

- - - - - ! and
cpIIO|d§I silicon dioxide were passed th?oﬁgh fine
si eVésclaimdi vi dual |y and then m xed together. iii) The

materials of ste "and (i '
T B el oty spntobop o fasaerad Siaeyp g e presvar

gel at Igﬁofﬁgb%?,y(#) Ft? Ebo%{b@)s’ 8y 38RNh{ WhdreiMaleWifectdle adEBgenmprticle size

2% V) capsul’'es’ were k
pac kagﬁsthd\lﬁ@O@Xt@@ogf)guN@; hig azrcmtmgzax% m%? dxlixcgp a&xan abo%p t500 microns

phar maceut i G ,
2 eh o STALHGEh SO Soh B soPTRLSnmyghay obmrons
gD ogﬁab&ut 41% to

wei ghtfrashetsaeit 0% He alafuf 5696 by eveiaht prepthg opipeyRls
the dry SXtARES lenEUANRIRIR.BA BRI dngrie BpfeciRGlycoside, 1 -

than éns conprising flavonoids from
about 3%h{ sverhouite Qi bylyvmidgif.3 - Bemovsiehtc enARNEFE L luteolin and

e .

wher ei fyniphise elfa@ﬁ\wlﬂpl 5% by npights galalp iagfeni ﬁl?%%)[ymm a@i tannins,
1 - 5% by wei ght lin

wei ght} - 4h4 bé{meg%m@ﬁ %gl!l‘tk‘é &mhﬂ)l %éﬂdg?lg/e C?Pté‘b’ofe Q%lplent(s) and
1% by Yerdigfte @)‘ﬁfi)ohh@nsmr&er,abl@rpdov\m Iaefelnasiewé no‘p]qsm‘qur} about 50%
conpounds conprise el lagic acid, 5% b @B
gal | i cofdlg @ry extract Q@E/@pgg;%%;grgﬁfatgﬁhﬁrlsta il ﬁ%ﬁ@? g ot :{esg than about
y wei
0210 P ) P gt s o
isp

pr ef erabilutes p’rt@mt@éegl i chqréeérg@ with thg) utiony W o%tc)iescpéed herein

50% of _t he .d
: QY nSXbbaEl Bl BHRNOE bivBRr oSty abauti N5 feptishally with
15 i nd ya%djﬁ ?lessmtﬁlhang;bout 80% of dry ext rp;ct ’

of Euphmhhnm&prostrata after total dissolution study
of about 60 m nutes when tested in accordance with the

2;19:“8/ E%OL)JIHIE)I ‘?2151%3 hogcﬁgl%zn%o{‘) Qﬁg% E tq(,lgelr{}% ﬁg’@gﬁ%’tw&&gerage particle size of
opti OnﬁhUd}‘y ekttdat sﬂEﬁﬂmtlamtp(w)mta is not more than about 350 microns with
pharmaceutlcally acceptable excipient(s); and wherein the compositions preferably
provides a release of not less than about 50% of the dry extract of Euphorbia
prostrata in first 15 minutes and not less than about 80% of dry extract of
25 Euphorbia prostrata after total dissolution study of about 60 minutes when tested in
accordance with the dissolution method described herein employing physiological

pH range of about 2 to about 7.5 optionally with surfactant(s).

3. The composition according to claim 1, wherein the effective average particle size of

30 the dry extract of Euphorbia prostrata is not more than about 250 microns with
pharmaceutically acceptable excipie'nt(s); and wherein the compositions preferably

provides a releasé of not, l‘ess thatf about 50% of the dry extract of Euphorbia
prostrata in first 15 minutes and not less than about 80% of dry extract of

Euphorbia prostrata after total dissolution study of about 60 minutes when tested in
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2. The conposition according to claim1, wherein the

effective average particle size of the dry extract of
WOEQ?B’H&' Bt a prostrata is not nore than about 30T I 2P 4308

wi th pharmaceutically acceptabl e excipient(s); and

wherein the conpositions preferably provides a rel ease

of not |ess than about 50% of the dry extract_ of

Euphortsiosdapeeositlr e alissplufion methad desribrddisreip @mploying gliysiological

t han 9 r rostrata

after%?gt %gﬁogg%%t%gﬁxgﬁﬁgmg? f@%ﬁ%%‘ﬁﬁnut es when

tested in accordance with the dissol ution nethod

desgr ngg %hlaﬁ-ﬂba%é\{hc%n'g&g dsﬂgmp éﬂdngOEU R 1}1@"1 k&MY Q)vlﬁtfhs can be

about lonal 'y wth surfactant( s?

The céorpobiddi dnto aditioredt n@osagst dbraismusing whksreipeputipdly acceptable
effect] ve rLi S Q:ﬁ @vﬁtﬁ@tt Wdis. mini-
Euphor l%lerﬁilg ?19& dgﬁf)él %gﬁtsni)éﬁeaoﬁan a O m C? onss mini
Wit h MMWMIaﬂdlld}Zﬁn@sp epheptapsers (h@rdant 6ef}); mrinictablets/tablets
wher ei he co referably prov

of not! e 'él§§psf1 aﬁ@nu;eﬁo ”tg)ﬁ%s‘éspel%shes’ ry dgg? ‘?balllcgﬁ agfd 628 forms,
Euphoriafers, pipdas, bad @hdridodagé Sirmd Suitabla fires] adimlinisoétidnes s

t han about 80% of dry extract of Euphorbi a prostrata
@fter total dissolution st of a

60
t es?-ed D FBRESH RIS INBHOt '@ | sg’o%?ufvg‘%rﬁmrr@% hc881p051t10n% can be

descr i,Rggrch %aisﬂ)m rQMép@ﬁ;l@Wﬁé)@da@@f@bhwaf[ﬂﬁgﬂﬁmﬁ a solvent
about 2 to a

out 7. tionally with sur actant(lﬁ% ts and

The pﬁamﬁ@r@mﬂs@mmwwg@wth% phEBFeAY bt o tahlpgxcipicnts an
to 3 Qgﬁmg%ﬁ leeenBQrMp?éyﬁg B tsBluelbh foRr BepersiPS GE inert beads,
forms using pharmaceuti cal accept abl e exci pi ent(s)

15el eclSlé@refSrmSt@N%D@qulmmdelor uncoat ed), chewabl e
tablets, mnitablets, troches and | ozenges, sachet,
capsul es (hard or soft) mni-tablets/tablets Filled
in @aﬁhcjIcempmiamuzicesr;hrgdiomlmmné whareip ethe iiesiis beagp vipagres, cores,
subl i ng e 519% h
dosagé& ??Jr‘f‘?ﬁ“ ieﬁg% albulClrﬁl 4 X‘%?pg[s§£g‘r§n%g%r§%>fag%eax§%teﬂ > She™ e
conposplietaaniaasonrdi thy like, adanixpurds thered{ amhwpisi- msollqble materlals
conmpositions can be prepared b ol vin

27 operihi EHGORRETLbE B ERSIE &GP IS CR ¢S peads: plastic
sol veRitioks; Watdrlnudfe A€My SsoWdblehinOfganit trhedttals such as calcium

pharnaceutlcall accep | e exci pients and

or | ayg}a@q@@e d*‘cai‘ﬁ?"éyﬁh?&}{aﬁea%ﬂ%? ofiicFIugy gg%ﬁg?tsnmon%hydrate
onto ihBEE calPRAASHosHRARE hRSnesRA BFborRRSERd na@fidsiued esid@rand the
nuclei. 6. The conposition according to claimb5,

wher ellike aWeniXﬁ@%tth%@éds spheres, cores, seeds,
5 articles or nuclei camr conprise of water-sol ubl e
materials such as sugar
7. The composition according to claim 4, wherein the composition is formulated in the

form of compacted tablets/mini-tablets, compressed tablets/mini-tablets, or moulded

tablets/mini-tablets, coated tablets/mini-tablets and the like.

30 8. The composition according to claim 7, wherein the coated tablets/mini-tablets may

optionally comprise a part or whole of the active agent in the coating composition.

9. The compositions according to any one of the preceding claims, wherein the

compositions of the present invention comprises one or more pharmaceutically
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pheres | actose and the |ike, and m xtures thereof
wat er -i nsol ubl e materials such as cell ul SS€% such
W05(§)9/ﬁ144c,7|‘“bcr ystal line cellul ose spheres, gl ass PLERY09/000308
plastic particles; water-insoluble or partially
sol ubl e inorganic materials such as cal ci um carbonat e,

di cal ci um phosphat e anhydrous, dical ci um. ‘
nonohyeeptids exripibetes) celedpd oy HRBLB ﬁg@grlslﬁ%éﬁg}@} Qisintegrants;

car bonat,e 144 QXdaHR; acRBTcdidignth;i kabildaac; preservatives;
i xt uPBEE F’h@peqs PR 'I%%e cgé osition ac ‘li(dl 9.0 L0s.  stabilizers;
cl ai miwbricavher ghdantShech@bﬁ?ﬁ)sngFté’n VERIClE &%t Re )
form of conpagt | §lhshdHNiagdnBb! 1 Sa»dJL@ﬁIﬁgorags:ﬁsdannoxn ants;
t abl ePEFHHiI"- T a ebﬁlgp or glng%d tabl ets/mni-tahlet s qing
soat edshethl aEsthniaiatitgbgeatss V‘é‘%ﬂﬂ‘fr‘ﬁ% aggniSe Vel mgﬁ%& y
conposi tion _.accor di , ym,ereauang hggassoat! gt like use
t abl et?89My ﬁ? a‘ﬂﬁar?lg&r?gge@s&gon%rs I'y conprise a part or

whol e c@fiertalt@e acihicombaggmtthéreoft he coating conposition.

9. The conpositions according to any one of the

precedi ng cl . Wwher e h® ding t
pr ed@rt p;o,q@;é%?rn;gﬁ pEeBH;Sg efts gho%rgpigﬂraﬂﬁé&utﬂﬁﬁc&ﬁpcis n according to

jphar magemt i, cad Hﬁé&ff@ﬁﬁﬁnablf‘anm@alp@reqqadc(ngg disease sy g pgypprrhoids,

a group conpris di | ents £ g
fi |g| er gssur%n'&@plﬁgp %@léﬁta scs?sasl %n% é&%ﬁlxgﬁg@?g%glrg%étﬁg@ prising dry

st abi | a6k Sof M) ﬁ&%fa\/ wers; witi pharnarviically | dcgieniabds excipient(s) as
chel at1 ng agen i cl egt,h E‘iﬂ kin agents;
st abi Ihezeerréescrﬁ?reéscé’flw&f‘i“%é e SIS enhanci ng

agent s, Hx:? GhdiSdhado pidRideShe Mﬁé?ﬂaﬂm&ﬂ;oakbﬁ awtpteble extract,
agents; at| ng agents; Vi scosi bi
lsgent sij). emvuhgﬁhf?Wlﬁb@@r@@trﬁbéameééﬁoa‘s“ f}g“éﬁ‘gp r%%ceiﬂ‘ﬁéamf HEbeptable
reduci ng gyaalhg,, non- reduci ng sugars and the | i ke used

ei t her alone or”i n conbi nat.ion thereof ‘Ac&a GRS
for t higi) porephriag themistireahtagied in ﬁfpaﬁ“?rﬁlﬁ%ﬁf‘f‘?g g
conposition according to claim1, for the treatnent of
anorectal or colonic disease such as henorr hoi ds, "which
fi ssur ASmethbd 6K 8sing tkfetpwaamce\absb%@@gt‘a‘h @4 IP%MPH’P)}

b | di c
%f\gﬁt rél%?&gf Fficnﬁﬁgrl Si é‘g A a}’lfﬁ;ﬁﬁ glg%}e %?gegg‘dmé%@cﬁ@ amount of the

exci pi giihdosikiods herein described, conprising of the
follow ng steps: i). drying the extract to produce the

desi red pharmaceuti cal acc abl e r i 0) claim 11, for th
T xi g A heing PRt A4 TG A S PO <o S app 1 for e

phar mﬁ@&ﬂﬁ‘nkrﬁaﬁl dhofeGE R %Bioﬁlcedﬁﬁﬁap:i amh (es)hemolrnhplds fissures, cracks,

formul ating the m xture obtaine ste n
33 tablﬁaubsg;s@g@esﬁ@r flammatory bowe dlsease Rd the )hké &Qnﬁlsmg a dry

extract of Euphorbia prostrata or drug or active agent with pharmaceutically

acceptable excipient(s).

13. Use of a composition according to ¢laim 1, for the preparation of medicament for

30 the management. of anoréc’tal or colonic disease such as hemorrhoids, ﬂssures,

cracks, fistulas, abscesses, inflammatory bowel disease.
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11. A nmethod of using the pharmaceutical conposition
according to claiml1, which conprises admnistering to

wo 5008/51“17&“ in need thereof an effective armunlc)CHszt”%géOOO”s
conposition. 12. A nmethod of using the pharnmaceutica
conposition according to claim1l, for the treatnent
of anorectal or colonic disease such as henorrhoids,
fi slUTIeS phammacdusicalf Cahpdsiions ahd cées seracessesf faanthat greparation of
bowel .di sease,.and t.he | . .Sk : bd by the
of EuRREPECASH %’é protglg gnsoslru r“&‘%%glr% Hgﬁ‘Pgegaé%gﬁp @\ﬁ utrsﬁﬁ d
phar neceiptescal | y acceptabl e excipient(s). 13. Use of a
conmposition according to claim1, for the preparation
of medi canent for the managenent of anorectal or
xol oni c di sease such as henorrhoids, fissures, cracks,
fistulas, abscesses, inflammatory bowel disease.4. The
pharmaceuti cal conpositions and the processes for the
preparation of pharmaceutical conpositions
substantially as herein described and illustrated by
t he exanpl es.
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