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"F E B 100? A PHARMACEUTI CAL COWPQCSI TI ON The present
invention relates to a pharmaceutical conposition, .
particular a topical conposition conprising 7h rEBgﬂﬁ
nmet roni dazol e or a pharmacol ogi cally acceptabl e
derlvatlve thereof. 5 Hereinafter, the term

"nmetronidazol e" is to be taken as |nclud|ng
pharmaceutically acceptable derivatives thereof

unl ess ot herw se, g BB?HQE

Met r oni dazol e (or "F agyl"&ﬁqahih§§%?gésﬁgﬂq
antlbacterlal and anti protozoan antibiotic having t he

mul a 2-met hyl - 5-ni troi m dazol e- 1- et hano
a IF HPIGEGOE TR 18%etﬁ£lff§ e§ f.iog()jh wug;@grcgmmqsgﬂpg, B prticular a topical

compd@i@ dot 1%&?”%%0&9&2’51@ tR &I pRkmheHidAmmat Qc'fdéptable derivative thereof.
conditio the colon, rectum anal canal

Hercipfter,atigl terre gfrosiron@aadle’fras rto nbedwic@lh s hmslub@gnpharmaceutlcdily acceptable
d trad t|0ﬂalk%fg%ed to treﬁ ory bowel di sease
eTivglvREihggP hVis° HiPeEs orﬁ ative colitis),

i di opathic proctocolitis, or radlatlon proctitis. In
addition, the oral formis used to treat inflammtory
C M@ro@mian@e Gdr ﬂegylp)atsu aaayathemce@t@nctmal andhpntipagtetoag gghbiotic having the

torm 2P0 i iBntse - ShiFo R AADERIR e hEEL Bl By papgers in s ora

or inttaVEAY EHOM So MReal BflEmbAtdry RBAdiGNS EhE cSloPSlesufre Stdltdahg and perianal
from sever al i nfl anmat ory conditions of the col on and

regiony. dotal metrongazoliiagd 2| wadsayuBy s to gf:atéw]leynmatory bowel disease (including
J - r n FoI Y, .

Crolm%’?%%eg???%diﬁlk%ﬁx% c%ﬁ)ggg }d%%:aﬂgc %nio‘a!oﬁ letf%S{nj 1a 1'3{1&[1?@@15’(% In addition, the

oral fomdiLadet O tiest WAgdmbory tomlittnt iof it paiam@Eiegiyn or anal canal such as anal

properties in the treatnment of several, skin, dlseases

fissurgro TiBIap.GHiFcgas BIogrs 05 Pest-sugist Wy s Mleirgrigerol 1 lsg used in an infravenous
form t%LHQP{;/St%IDJC%% LiOH3u %ﬁoﬁf s@@eﬁﬁlinﬂﬁ@h oLY. fohalﬁoﬁ’:{ Hthe @16h and rectum.
ntravenous form se 1 ncl ude na i Testations,
such as nausea, voniting, a netallic taste in the
i nfl anmati on the oral cavit

Ser
"gfﬁ%n@@?@a PasseiersefPlecnty Gl bBEETH IgPERics E%ra |f¢§9 anti-inflammatory
propeHEE‘ R ar@?es@%ﬁ r&ﬁ&ést%d tTH«‘:grhédq'&h@ﬁ 1stlﬁ,€d ﬁ?ﬁt@ affi-{lf@Smatory properties

hese neurol ogi cal side effects can
1nﬂwd®mmkmtdhewgashmehnﬂﬁ@n |rreverS|bIe, and necessitate
st oppi ng the Metroni dazol e. Serious henatol ogi cal,
cardi ovascul ar, or renal conplications are al so common
aMbiealale kd fr&pfeﬂt’l 604188 withnh AdHbdrioPReridR&ide effects, both in its oral
overgrow h of opportunistic organi sns such as Candi da
and ingrarenoas &irm. f Tlene ochide 651 mmﬂeaat@n@wch e ek, damdlig, a metallic taste in
ion ggtron i dazol.-e

the m]OHl‘t%e oL &1@3{1}&1’13&1&1‘1 aog té? gé&ﬂ n(;g SHQUS IEPROL0 ggical &R effects can occur which

usually manifest as numbness or tingling of the extremmes. These neurological side effects can be

debilitating, are often irreversible, and necessifate stopping the Metronidazole. Serious hematological,
cardiovascular, or renal complications are also comunon and can be life-threatening. In addition, the
overgrowth of opportunistic organisms such as Candida can result from oral or intravenous
metronidazole treatment. In addition, oral metronidazole can interact in an adverse manner with other

medications, stich as oral anticoagulants {e.g. coumadin), which can cause potentially fatal bleeding.
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medi cations, such as oral anticoagulants (e.qg.
coumadi n), which can cause potentially fatal bl eeding.
30 2 6 FEB 20L17 -2 Topical netroni dazol e has 78 ELR 2007
previ ously been used for a number of skin conditions =~ ' “”°
(e.g. rosacea) or as a topical vaginal preparation in
the treatnent of vaginal infections (e.g.
trichononas). These preparations are contained in a
“eﬁiﬁ%ﬁi ﬁ@@&ﬁﬁﬁbﬁ%a@b&@ﬁ%w ol I%Qd ‘&9%' it bt §k1ﬂ &bnditions (e.g. rosacea)
tinging and burning wheh used in the perianal region

or as @rtopinalt Waginahpiepaatical in the tfeatmeast of waginahvelpttons (sg.awgh@nonas). These

there is no 5 disclosure of .th t.a cat.j on .of.
prevellppoT G Oret Prvoedig pulhina S0tk S BGRSLE YiBfine and buming
whenSs8dRl %e%en%ﬁﬁ? Qé?bﬁ f ¥h tH: QAR QhaleNEE®r dshthd Dfventor is aware, there is no
treat nent of ammat ory di sease and no such

disclqsnespditlag divet @ﬂphcw@mmfﬁm@@ma@l@ gite dierreetomairidistal colon (as for example a
avai | abl e. therefore, f _pref
suppcifgiy iz oy in B BEURES: b BRI, Azehe oo Sy greparation of
metrdiRiab @8 iddaRhRcihIy daBdle.certain conditions of the
distal G tract avoiding these unwanted side effects.
According to the first aspect of the present
Icg%/rp . t[hererh)r t h{? foBick dgg 1%¥é den?bq%lgrﬁér:{%sgof %1%“%1‘8%& 'J%ntlon to administer
metroAkRedlt abﬂr@t d@faiﬂ/@hdﬂ@ni dsfahee@l‘sta:aﬁl Ract oNdéing tabd mﬁv@fed&ide effects.
| east about 5 wt % in a pharmacol ogi cally acceptabl e
non-aqueous vehicle. The concentration of 15

nme f . 0 ..
TS bS] RO AR 28 composior
complf!ltln@/mieﬁroﬂlﬁmdﬂe dra pitaricatugicats hecppiable daldvayivatierdof 4 evncentration of at

% The concentrations ar based on the tota _MEI ht )
least gouf Rewt o’wﬁbgmﬂrmﬁce}w@a eﬁ‘fCEPtéqF JOBrgFETABPYC Phe concentration of

metroﬁft%fdgcar @f&%ﬁ%&ﬁb&ﬁgen £YR B Y wi € f@%ﬁoﬁﬁ% at /L gf?ér[e pMtErably between

oun Prefera e vehr
from abrrqb 15 we%o & atioxt Uy ev“t&fo and ncshptefaratdy shont-19obi . The concentrations are

sat rat ed car bon, conpounds An exanple of a
basedé’tﬁ‘lt iw\?@ﬂ?%flrtge FURGSUOB- pet r ol at um (USP), al so known

as white soft paraffin (BP). O her suitable vehicles
include zinc oxide, Vaseline m Aquaphor (a
c dﬂﬁb ivnlatlie onpferablnar aﬂgami: W,ehlpietancéltmicaﬂyc emargises alrehst one hydrocarbon

[ etroleun}b S carrier. 25 The..
compp @D o ey st eBBbEG ot TR ot nie o) B gl saturated
hydrogdtdort EgnprbiE| £ ek‘ﬁﬂ}ﬁt\! 8f a swtableR@hRRAY bihGte PBRIALMATSRY, also known as
| east one ot her agent may be added to the conpositiqp
whitet spfiggeratfiy (BR). Other suitable vehicles include zinc oxide, Vaseline ™, Aquaphor (a

combination of mineral oil, petrolatum ceresin and Ianolin), lanolin or a petroleum-based carrier.

The composition may consist essentially of metronidazole and the vehicle. However, a
therapeutic amount of at least one other agent may be added to the composition to add fo its
effectiveness.  Additional agents that may be added include steroids, e.g. hydrocortisone or a
pharmacologically acceptable derivative thereof, analgesic agents, preferably from the amide or ester
class such as pramoxine or benzocaine, antimicrobial agents (antibacterial or antiviral), e.g.

ciprocfloxacin, amoxicillin-clavulonic acid, erythromycin, tetracyclin, clindamycin or doxycyclin,
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effectiveness. Additional agents that nmay be added
i nclude steroids, e.g. hydrocortisone or a 78 FER 2007
phar macol ogi cal |y acceptabl e derivative thereof, vor Vi
anal gesi c agents, preferably fromthe am de or ester
class such as pranoxine or benzocaine, antim crobia
agents (antibacterial or ant|V|raI) e.g. 30
ci procfl oxacin, anoxicillin-clavul onic acid,

subst&ic¥d ha0BM ek _'?)i‘()l‘ﬁ&& sRgYialebRy & ihndasyEh fbr@b‘kd@@% VeCy Glitafhin E, aloe, zinc
2 6 FEB 200 -S substances that either pronote skin

oxidej axtaslgaribayrieo creamh ﬁbmrélas:kmaﬁom ragaielovh, 2 rongstergidaksfitininfammatory agent

a zin t her barri.er creal . 1
selectg#1 qfdnil ?Fﬁjgciygl? ya eﬁ‘tl feg sulindac HoRTokicam or, dllﬂumsal and antidiarrheal
compBiids sidh ds ALK Yal@ gﬁﬁtaddlﬁehzﬂfbi esbpldramntanrhiisisad beativiral medications

acid, ibuprofen, sulindac, piroxicamor diflunisal and

may agd iteli the randidraciesialmsprsiras oficlstiniey A21Bs POYIHYVE apipm Tpgative acrobic or
anaerﬁ‘%a,ianhwrahoﬂget%’rﬁ@&zg)?m al antibiotic or antiviral

may add'to the anti-bacterial spectrum
of activity (gram positive, gram negative aerobic or

anaerobic, antiviral) of netronidazagle, The top
comgdameal @ﬁmpgmbwzreﬁe?rsﬁra,bl}i i & tersr mishleriapdisedt @Pphcaﬁon to the colon,

rectmgl (rarﬁ)(r“éc p drffll 1% ort 461 881&9” gmtcrlkﬁ%}fgrﬂ} HOQEE % dﬂl’l suppository,

er ana gl on O anal cana ui t orns I nclu
omtmamt @owmagels fipposi teany, Prd@ored Mérmanhgluiobinoment gelepehaarnihe ointment,

or cream Preferred fqorns include ointpent or.e
lotiory gl OB PRERIAETS e bofsed deireas ot I5F e T gerisaifEaign and anorectum
mclucﬁf? ?Eﬁeﬂfal ¢omeh % 'd%@é’seaﬁdeeaﬂdﬁ?)ng %sﬂgrfoﬂﬂﬁin re gl'eﬁﬁbr?rfbgiectomy The

ectum Inc ing perianal Cretin's di s€ase and
suppasﬂm;h foannsr amdnm ftgmﬁoheh}oim ngedatohmannomdlomrr*eacffeonyg tiEheplon or rectum

T A N W M T

1d10pzitﬂ1f | BRRRICONYs Q)@V\Eést din3RAP HoLlkiRhNnSa délﬁ@@ﬁ(]—’?f Qbnstructed ileal J-pouch.
ul cerative colitis), radiation proctitis,

Exampls op atitabls whmbﬁszfezodmemasfounulmls ity Ewalaregmn dimiteil g0 sedium chloride
J-
and 13 elBleE e BRETFEENEN anl PorriPREfhe FhaGutonp metwicelulos

gel (rébRidAnemaibh&AC! Qyéé?ﬁﬂ HEee BJ)@F blﬂ@a g@Nehidi¥hized), 2% methyleellulose gel;
met hyl cel | ul ose; propyl ene gl and 2%
2% msirspllolebe webeed @@nﬁe% [WagsY IS 1@%@4@9@@&% [vesdes, sefium hydroxide;

retentio nena cerl o
sant] S e SR A SRR o PEPEE S0BR ey, methocel 1%
pohoﬂﬂkhy|CE||U|Ose gel and purified water; sodi um

chloride, purified water, sodiun1hydroxide; 20 xant han
gum purified water, 2% et hyl cel |l ul ose gel; carbopol,

X %%&%ng% sk Q@ﬁe‘%{ ofi R pr@galt %1%69@51?, there is provided a topical composition

comprising metronidazole or a pharmacologically acceptable derivative thereof at a concentration of at
least about 5 wt % in a pharmacologically acceptable non-aqueous vehicle for use in the treatment of

the human or animal body.

The inventor has discovered that not only is the composition useful in the treatment of
conditions of the colon, rectum, anorectum and perianal region but also that the composition assists in

patient recovery following operations on the distal GI tract by relieving pain, reducing inflammation
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According to a second aspect of the present invention,
there is provided a topical conposition conprising 7 g rpo 2067
nmet roni dazol e or a pharmacol ogi cally accept abl e
derivative thereof at a concentration of at 25 |east
about 5 wt %in a pharmacol ogigcally acceptable
non- aqueous vehicle for use in the treatnent of the
human or ani mal body. The inventor has discovered that
and 0&ha, PRiottny FNBI BOATRRSh kRBrshpfsblle thdlrkilR ahtl @80 TRAGN O
conditions “of the colon, rectum anorectum and
perianal region but also that the conposition assists
L“nfé cﬁ?dil%attoltaﬁgi%q zrlsg)gc \#/)SF e é)%(%%llét%\ém\ée?l org 'ée&% %:pggvslde%nusg QF metronidazole or a
pharﬂle[bt)logw hQBpthblk HEERRE théreof th BB thaRRBRre AT00PICAINBedicament to relieve
~wound heal ing and reversing tissue induration and
pain gaugadiiyarndinonsad dloy eilong rechina appricetdmas pedanabiegione
present invention, there is provided use of
nmet roni dazol e or a pharmacol ogi cally acceptabl e

dexdcsatihg/® atfb@itepedt B thRrédanuhatit, ehdé isdprévaddagb of metronidazole or
medi cament to relieve 5 pain caused by conditions of

a pharhecobagiiceHy aecspiabimdearsive dhaspafon thsenpaveure efp ipdicament to relieve pain
r.di ng. . P 0 r i tion,
w5098 5 BB G S, LF k51
phar macol ogi cal |y acceptabl e derivative thereof in the

manuf acture of a medicanent to relieve pain,  followng .
a APy adpBrasped Al the Praventapieation. thes inmyovidrdruse pUmptronidazole or a

\l_ . . .
panflcsREILRY 0L Aol AR505) 00 gl 410, B3pAShettlament o e
inflarmmattiniodezolk e sorgial ogphaimac tke @gioa aletiymaeme@iab lbeperianal region.
derivative thereof in the manufacture of a topica
medi canent to reduce inflanmmtion follow ng a

SU{@b&itle QRE5AR LGRct & tﬁé‘?xe&%‘t BRentidrC I is gﬂﬁzﬁc‘éﬁtdééfb%etmmdazo}e or
peri anal” region. "15 According to a sixth aspect of the

a phgpmesdegicallpveendritdnls deletige itsergrfoui tle dnamsibaicofe of a topical medicament to
met r qni ol.e or a pharmacol ogi cally acceptabl e i .
prom{fg Pr e gy 8 EPTERBORGHIR S0Pt LG SI0FG AT g perianal region.
medi canment to pronote healing follow ng a surgica
operation to the colon, rectum anorectum or perianal _
r egficomdingdo o dinty atpectant sevpraicht msprion, beretihpropided it of metronidazole
ni daz

L T e —
reduct BddnEfolBMAE AGUEYIR] Bferdtichap tHeabloreRt @i 8tredt@n or perianal region.

According to an eight aspect of the present invention, there is provided use of metronidazole or
a pharmacologically acceptable derivative thereof in the manufacture of a topical medicament to
reverse tissue induration and granulation following a surgical operation to the colon, rectum,

anorectum or perianal region.

The topical composition appears to be particularly effective where the surgical operation is an
anorectal operation. Examples of operations in which the topical composition assists recovery include

hemorrhoidectomy, fistulotomy, fissurectomy, sphincterotomy, sphincteroplasty or incision and
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reduce edema follow ng a surgical operation to the

colon, rectum anorectuun or perianal region. 78 FED 2007

According to an eight aspect of the present invention,

there is provided use of netronidazole or a

phar macol ogi cal |y acceptabl e derivative thereof in the

manuf acture of a topical medi cament to 25 reverse

ti ssue induration and granul ation follow ng a surgica

drainggg%rf ah h@iﬁﬁgso Thg' vER @A has %E\HQB effidld E‘(ﬁﬁ)%‘@ zsgﬁen%fﬂoﬁﬁ@ﬂomy

r e topical conposition app ars

part|cularly effectlve mhere the surgical operation is
anor ect al, g perati on. npl es.of operatio

V\kﬁq,cﬁrdtl%totadﬁw EPPECbIae P’f%% inygafity thereg &'fﬁ?ﬂi}aluﬁﬁ pliggtronidazole or
a phaﬁﬁa&maﬂ? QUAFGHR 'Bénvzfﬁvé ttl&’ér&)tf QMhe thARSMIES BP@)bﬁlcal medicament to treat
sphi ncterotony, sphincteroplasty or incision and 2 U
condiE &R ﬁf)ﬂ% 001(51 dectimageorefturancrafesioed sregithe Exuwerhdsi antrduasble conditions

mc:iu%a r¥ gg‘&glﬁﬁ%ﬁ%/aﬁg gh(%g%\qtvg %P?tﬁ? S’%@@E gfﬁ%n-f 3ggﬂsp,oﬁd1aﬁon proctitis,

1m0pﬁmﬁ@ﬁxh§mpﬁQMﬁQﬁgﬂg§e of metroni dazol e or .
phar macol ogi cal | y acceptabl e derivative thereof in the

manuf acture of a toplcal medi canment to treat 5
co di tions of ano ect.um ot

i adbnh 3SR CorARe pleL My FERLS Ploiel 3t 8P Retronidazote or

a phahﬁafdoﬁ@@ll? hotepiate|def 8198 Soredf i€ Bledbarach@ bf 4 Bopical medicament to treat
peri anal Crohn's disease, radiation proctitis,

anorcpigl opRariand yrescelokd! fqfpats. oifh@@lspelﬁummbe mﬁ%bvajpm@ﬂﬁwtory ulcers and
may ber%(%l%cac? g? Eﬁg oF Fadt}%hi[%};lgﬁﬁfg g@?)rs énag rétei%?\fg utlcers resuh?ng from chronic diarrhea

or m@h@ﬁﬁﬂa)@h@@c@ alhyulass pay abhsodaed vahiivBimhasstoweNditdase.
manuf acture of a topical nedicanent to treat
anorectal or perianal ulcers or skin defects. The

u IACCQE é(bgagl q %@Sﬂn\}{ gecqr of rhfl% PLCs ru%eHﬂl&nerﬁlex%n% lg)rowded use of

r adi Cérs mm

metroardasolw er al pherrﬁacbﬁ)gu:bﬁy ageehtabln kv aiiecthetedl hhda madifacture of a topical
anorectal incontinence. The ulcers nmay he associ ated

mediGyment tp deplaFRaRt e BRer IdRTERERY PSCHRET di MRS 6 Sugh processes include
periarfil 2HEAE Ni@HPHEAnd Enﬁﬁﬁerﬁ%&? ?g%deﬂ QYRR PRyl here is

provi ded use of “netroni or a pharnmacol ogically
acceptabl e derivative thereof in the manufacture of a
ectjve or

tqpical,. nmedicament to tr ana
| PP B Procas ey Ofeéﬁﬁ{)ﬁ@sfle%ﬂﬂ% o0& Ehepioat%%%posmon of the first

aspecilﬁ%}d roftffd dRdinAlgcess, fissure in ano,
hi ndradenitis, pilonidal abscess or sinus. 20 The

medi cament nmay have any or all of the features of the

t %E cfna{flent‘f(%nﬁs?osentcogl%as%gs rtneﬁogs ofS treatment of the above-mentioned conditions and
mdications using the topical composition of the first aspect of the present invention. The dose of
metronidazole for each application is preferably between from about 125 mg to about 1250 mg, more
preferably between from about 125 mg to about 375 mg and most preferably about 250 mg. The most
preferred dose is based on a single application of 2.5 cm® of a 10 wt % metronidazole ointment. The

composition is usually applied between from 2 to 4 times daily and preferably 3 times daily.

Without wishing to be bound by any particular theory, the inventor believes that the use of
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aspect in any appropriate conbination. The invention
al so enconpasses net hods of treatnent of the 28 FER 2007
above-nentioned conditions and indications using the ’
topi cal conposition of the first aspect of the present
i nvention. The dose of 25 netronidazole for each
application is preferably between from about 125 ng to
about 1250 ng, nore preferably between from about 125
metrdﬁgiak&e AP QWipiT ForiDb 3%%0{'%1(:@{0%“‘[8 &&m;yea%%totk?e?@lqggffected area results
he nost referre dose i's based on a single
ina papphl}datal @ffecdif h@mﬁﬁa&: mBtenfic absmfptm i9ehsetvedmiddherofoee systemic side effects
i nt nent.. . The osition is usually a et we
are oS Higinp FESTRATT§ Siverioss B iy Tabpyed direely to the
diseastl YbiHRRNEe MtceRiiREtal @ RGRMNINE: BficaRof BRI Thd Gidbkias.
t heory, the i nventor believes that the use of 2 6 FEB
2007 -6 netronidazole in a topical formby direct
lication to the dis erw se.affecte .
Rt P T s T ARrRd: St SR e PRt Bion, foam or
suppRRSYT Ry BA vkl RDECR \CORiAR ek e ose:sy sirem ﬁmﬁré(ﬁlﬁn such as perianal
effects are effectively elimnated. In addition,
Crohiyy ediscase. dpetopsativet wpisiotaz Blcerse sApseses: appioresd di Fléf@taﬁy In addition,
metro%?da&&g ceusij 'bé% i 9‘( %[ elg)etnjlh tﬁ t?ea]; ggﬁcﬁt g’y ?%%e #3re proximal rectum and
ncreasi ng t e efflcacy o ica
colon,@lﬁﬁ @§ irtfla0msate® BpwisdiRgsdTeddipioh gacolis 1d116péﬂihe piqtdtolifis & post-surgicat
. el , cream ointnment, Jotion, foamor suppository my
pougheis; dbysyraical Fepnstausisdiilealhoueh the | ower parts of the
anorectum such as perianal Crohn's disease,
post operative incisions, ulcers, abscess, fissures, or
f 'k UbBAswing ris aditkdription of nit presdnd anehtorc By wag ofseanple only and is not
) enema formto treat condifions of the nore proximal
mtenc}%@&‘e tmitdhgscone eldhe Hvetinngms égftlmq@fm Herai®ry bowel
di sease, radiation proctitis, idiopathic proctocolitis
or post-surgical "pouchitis" in a surgically
constructed ileal J pouch. The following is a
descrijptian _aof the present |nvent|on by way of exanple
Spsss : TEHCUCH $dORROSIIR ¢t he scope of the
|nvent|on as defined in the clains. 15 Exanple | -
Met hod of Production of the Conposition 100 g of
néﬂ@@nﬁdazmméhpda@ewd@USﬁ$)wasnﬁkabwﬁMﬁﬂ%ggﬁ®ﬂ@w¢ﬁﬁohhnn(USP)wui

the rmxture pa&seé [h(r)(l)ua ar?m{xer 2 owanne% an “ointment mill” to produce a 10 wt % metronidazole

composition having a “fluffy” texture.

Example 2 — Post-Hemorrhoidectomy

Twenty patients with grade 3 or 4 hemorrhoidal disease with significant external components
and with or without a fissure in ano were studied. The presence of neurological deficit, chronic pain
syndrome, and patients currently taking narcotic analgesics were excluded. All patients gave
informed consent prior to involvement in the study. Patients underwent a closed three-quadrant

Harmonic Scalpel hemorrhoidectomy under general anesthesia, with the patient in prone jack-knife
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20 the m xture passed through a m xer known as an
"ointment mIl" to produce a 10 wt % netroni dazol e
conmposition having a "fluffy" texture. Exanple 2 - .
Post - Henorr hoi dectormy 25 Twenty patients with grade 3
or 4 henorrhoidal disease mnth73|gn|f|cant ext er na
conponents and with or without a fissure in ano were
studi ed. The presence of neurol ogical deficit, chronic

posith@l N AIP %ﬁ%&ﬁ&e wedd! %eﬁ@ﬁﬁ&inf&? the! rsra{%@t ét%géo@k{m&j‘ar Frptpht‘fents requiring
anal gesi cs were excl uded pati ents gave inforne

fissucotosarand pphioctetotomn viad fa e of ﬂletﬂhammq:c@calpﬁh"wwmlszed to cauterize the

ool ¥R 2 510560 Lhree,quectanC 30 o TBOLE, SRRl cxtento

theﬁgﬁ&éent in prone Jack kni fe 2B FEB20007 -7 position.
surgeries were perforned by the sane surgeon
(UWM In patlents reqU|r|ng flssurectony and
sphinet eroto bl ad noni ¢ Sc
RS s PSP FRdoRET PIoy lF ol aiG HONEY (DeRore surgery. was
perfob@b®T RhnddMiehRA wePRrRtied Of Qi gl@BliREmhRidiBshd determined by coin-toss.
extending to the proxi mal extent of the fissure.
Identipat itehes stvmﬁ@Ofpﬁ@@kﬁeéO i W@ny i @ndmeitzesisrntps ol | 111 wesordance with
performe nlzat

a8 30 ot ErRaRE ot By PRGOSO DhorBypined from «

compl@ﬁn@iﬁg Phirgssy. Shaatieak appl@isapploimhennt dazd| & ‘EDOWW% metronidazole
%in an inert carrier (petrolatum in accordance wth

comppgitiaplte the wrzical pe shree Himes dpily aftsea iSifarbatheerr wagr soak. Control patients
apphécp ﬁlters%qg ﬂgﬂu lo? ﬂl% mgﬁ gp {h%c{]@ {58%%?&9 4 a Sitz bath or warm soak. All

patlelﬁ@m?@éi Isﬁi?gﬂﬁﬁywﬂl 9 s@diﬁaﬂf nalr&)tiM arfi geeitc r(@pdrdeaiohe, IOmg po q 4-6 hrs prn;
mposition to the surgical site three tinmes_ dai _ , 3
twentgff{u@r taBlety dispemagd). Wery@Esdiostekk 2 fahshsppp! eragfq(gﬁpgyl)yfwwe daily, 30 cm

mlneladP B 1 Oﬁge Ciiglg éﬁ'ﬂfﬁaﬂﬁﬂpge@(ﬂggra&n dr!itjﬂzﬁ{ t carrier three

nes a after a or warm soak. Al
patlents wer e supplied mﬁth a standard narcotic

anal ges (hydrocod hrs prn; .t t
{ ikpstopasiie ggla i3 &Ngléﬁ?d UPIAG Y e%?%%}wfqg oaied VA Bfch Was recorded by
the p§t§b‘ﬂp bﬁ‘ Wﬁﬁtl (Kensy, |a)ﬂdt2‘§' OByidAYk lisy bot%%r&ﬂﬁ ratiRdThO@®%A! of pain from 0 (no

oi | once daily, and maintain adequate oral hydration.
pain) to 10 (very severe pain). The number of analgesics required (number of hydrocodone pills) per

5 FEB 2607

24 hours, was also recorded by the patient on days 1, 2, 7, 14, and 28. Patients were evaluated at
two and four weeks postoperatively, and the completed data sheets were collected at the four-week
visit. The mean pain scores for each group were compared using Wilcoxin's Rank sum test. The

number of narcotic analgesics required in each group was compared using a two-sample t-test.

Wound healing was evaluated at two weeks, by taking a high quality color digital photograph
of the surgical site. At the end of the study, three surgeons independently ranked the 20 surgical
incisions in a blinded maoner. Incisions were graded in three different categories: A, postoperative
incisional edema; B, primary versus secondary wound healing; and C, overall wound healing. For
each category (A, B and C), each of the three surgeons ranked the twenty photographs and a mean

rank for each photograph was calculated. Thus all twenty photographs had three mean ranks for
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Post operative pain was eval uated using a visual anal og

score (VAS), which was recorded by the patient on

days 1, 2, 7, 14, and 28. Patients in both groups 28 FER 2007

ranked the level of pain fromO (no pain) to 10 (very” '~

severe pain). The nunber of agglgesics required

(nunber of hydrocodone pills) per 20 24 hours, was

al so recorded by the patient on days 1, 2, 7, 14, and
categdfes Ratd 6 & WREGneMALHALE dcaé%oriés"‘@, aNgnd QUeNeBKR compared between

postoperatively, and the conpleted data sheets were
metraqidazeletaed cattrd igeoupsursinggbkManiSVhitncFRétesean pai n

scores for each group were conpared using Wlcoxin's

Rank sumtest. The nunber of narcotic anal gesics

I efiinie halibni§ abdte OOy RNASy CARMRHCE US REdR T¥®-RaBmRk Qeceived 10%

t-test. 25 Wund healing was evaluated at two weeks, _
metrdpydazelei aagppasitipy knd) teal patignis obeiving ietiaprt ghoicbgriapie ofghe patients were

t surgical site. At the end, of the stud three .
lost t% E(ﬁ]é)gvng ?ﬁed%oe%rag?ﬁ \fwg}re r(:glﬁlﬁ%f&bl?:ﬂlé&‘ﬁ%ls SE ?%e?,/ g%r}cf%r,%emorrhmdal grade and
assoclddd Sds@RSiniafo @ ThtdeMABEhIBIURE metloRidashi0 BEouRIe foNidf€nts in the control
in three different categories; A postoperative ) -
groupt hed 51 dvatire deeinw; ®d plﬁfeﬁﬁﬂ}i {issEgtpnge ebh dRhipciosuaey. in addition to
and C, overall wound healing. For each
(A, B and C, each of the three surgeons
ranked the twenty photographs and a nmean 30 rank for

each photograph was, cal cul ated. Thus all twenty .
phidesgivapHssigifcan AdErersa in PRrNSTALZP PRINECHES, BT PaAcotegon days 1 and

2 SRR LR i 08 PR OB D SBBR o sincams
less p@nbnalaygr7oams |4, usinngrddhe plaientsVihi thoeypnibit getp Pweltl and P < 0.05

patients were prospectively enrolled in the study._ Ten
respegiRieiant There cery Bl SEB9CS: TN e %‘@Hﬁoé‘Pt‘%é’nzgandf here was 1o

signiﬁc%ﬂt R e S il %?%bi}{é ngt%i%ﬁein&e hitwed] th&fonidbe Qd tcBﬁtéol groups on

patients were st to OWtip. The two groups wer
postoponairar ddyk d dnd X eMegowflamiepatpatsdeqyirdd esngi fidroild & wermdmtic analgesics

a associ ated fjssure in Three patients_in th
on da. CBRIFAEIGR SogrBlLBEE For bt Hiee R romaea sitference between
groupdof By AR fg ssure in ano, and underwent fissurectony

and sphincterotony, in addition to henorrhoidectony.

10 There was no significant difference in

pre-opeyat.ive pain scores,, or pain scor.es on days |

oMt G ariP: TeCERE BBt ohoBF oMol bRl SR s, conteols, when
rankelV/BEdodih 6 a7 Qdt@oPAR] BEMiSpeAReieRE Bd< Dl (BN hhd EALIIrY C, overall healing (P <

0.05). There was no difference between groups when incisions were ranked according to category B,

heal i na.
hemeFPL IR p

primary versus secondary healing (P > 0.05).

Example 3 — Refractory Anorectal Crohn’s Disease

A prospective pilot study of topical 10 wt % metronidazole according to Example 1 in the

treatment of refractory anorectal Crohn’s disease was undertaken. Three patients are described: one
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| ess pain on days 7 and 14, conpared to patients in
the control group (P < 0.01 and P < 0.05
respectively). There was no significant difference . . .-, 5007
bet ween groups on day 28. There was no 15 significanf ® 58 W0
difference in narcotic requirenments between
nmet roni dazol e and control groups on postoperative
days | and 2. Metronidazole patients required
patient! WY Juhg&'fgdl % HaQWehe BRESFOLHGNARALAEShES N @AEAYI) and two unsuspected
conpared to control patients (P < 0.05). There was no
casesswemi dingraned ditéf endengaend evwize mnogiotd pergery. ddysnildmatadwere identified
. Za.wqugggpd healing in the nmetroni dazol e group was
histolgigpfi’ tieg PR %r than controls, when ranked
according to category A, postoperative edema (P <
0.01) and category C, overall healing (P < 0.05).
Thetientias 3ageatdid erabn pmstnstdieisn anrenip Dlestimg and eiusbendischarge, from a

ﬁssur\é\ieéli—gqﬁ)gg & %@%ﬁ&ﬁt&%@i@g>y/&og‘%§£ %ﬁ?{i&%%ﬁ sf&épé/c?erds Yxamination under
anestiR@far Aat iﬁﬁ%—oﬁ&ﬁ[&%c@dno@o?g Nevealet SERATBiaP\apHeASREESIbY 8nd a granulomatous
pil ot study of topical wt % met roni dazol e accor di ng

fissurg,ovlERla mab dlopsipth  Neeadd@ionalrpsededetwasfundertakgiet blisjopathology of the biopsy

~anarectal Crohn' s disease s undertaken. Three.. . .
confiBREY 7 b5t 8l L8 il (e B g Moy pappcivety on topicl
10% WaBorb Al PRGEQAdh tdB¥endlbe. di sease on initi al

exam nation (Patient 1), and two unsuspected cases

wer e di agnosed after undergoi ng routine anorectal

P51, S8 WA A0FL S i S5 i e

hemofrabids, willesaamheld:omione@noTRe palenbheigdidrchoaindl Pattausema approximately
di scharge, froma fissure-in-ano_in the anterior . . .
three yregyp i eVioshor ddeapatiepiofpiled teirewane s suppleners and increasing fluid
intakézxﬁm rﬂﬁérieﬁpe, ug{ﬁlgl’c 1 g&%ﬁﬁn&%fﬁoﬂg Ay b O EAAREI R V reoperative flexible
¢ol onoscopy 'rev aled a normal a pearing colon and a
sigmogd@nepyoradabedsno dvidesioe of CuthinG [disese ib tlepsiteh. or Nistal sigmoid.
addi tional procedure was undertaken. Hi stopathol ogy of
the biopsy confirmed the presence of non-caseating

IF AP YW QBB Bider MGt Qatfuie@-ﬁhadi@ﬁt é&&ﬁt}%ﬂlo&{ﬁﬁﬁféb@}@' n%lr glﬁlfcuous-appearing

toptcal 10 10% netroni dazol e according to Ex
hemorrhoidal disease. Histopathology of the hemorrhoidectomy specimens subsequently revealed

the presence of non-caseating granulomata. Postoperatively, the patient experienced severe pain
from her incisions, which appeared indurated, granulomatous, and failed to heal. The patient was
started on topical 10% metronidazole according to Example 1 three times a day in an attempt to

control her pain and heal her incisions.

Patient 3, a 78 year-old female, presented with rectal bleeding and fissure-type symptoms. A
posterior midline fissure was noted in association with a sentinel tag. The patient was treated with
fiber supplements and copious liquids but failed to respond after two weeks. Intraoperative
colonoscopy and examination under anesthesia were performed, which showed a normal appearing
colon and a deep posterior midline fissure and a left postero-lateral trans-sphincteric fistula. The

fissure was cauterized, the postero-lateral internal sphincter was divided, and a seton placed through
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Patient 2, a 78 year-old female, presented with rectal

bl eeding from prol apsing internal henorrhoids, wth

external conponents. The patient had had a nornal 76 FER 2007

bari um enerma approxinmately three years previously. 26 FEB 2

The patient failed to respondlgo fiber supplenments and

increasing fluid 15 intake, and therefore, surgica

henor r hoi dect ony was recomended. Preoperative
the“%&%ﬁhghgnmslgnoldoscopy reveal ed no evi dence of

Crohn™s disease in the rectumor distal signoid. The
patlent underwent a three- quadrant cl osed

rrh i dect nocuous- arln rr hoi

e]r g@t olﬂg% ng%et &e&n&a@ tigguc, rﬁgo Frpﬁ I%I&C@C{B Ow-casea%ng granulomata,
cons@t@l%cifv[@ NBoRUAS EFHBT hi%eds@veﬁ{eegatmﬁp extBieMBS8RERIVRS postoperative pain

non-caseating granul omata. Postoperatively, the
assocpetd enth e»dp@rclpe,n blsddisey end npmhnalmgon{ fhlesy Simgamls isgprs, Topical 10 wt %
metrcwécklzgle.lzﬁgorg - ; ndur it ? gziragr Pl%&%’égﬁrr{?aé% 2 ?(bg}mmote geahng and control
pam‘netronldazole accordlng to Exanple | three times a day

in an attenpt to control her pain and heal her

incisions. 25 Patient 3, a 78 year-old female,

g;}ﬁ% tﬁ%&ﬂeﬁ %t%nﬁB&g@?@ér% ed lgllr %@ﬁqfcnxgh%ncgf tiul:ﬂ;' %H(gr%cttayﬁfﬁx& almrc]i the postoperative

I Ssur

indurgtgsoah@taramlatlohhtigus eBidivel sigAficaniiie widii elivee Waks of starting topical
treated with fiber supplenents and copi ous |iquids

metropiazelgi [Tag Rdaeméé%%ﬁatsgf&l@ﬁ)ﬂlwébmeqk%*tedmtqrdﬁf@ybfqr@émef period, but
had d‘é\%lﬁ%asn%g&)é Vz\tlﬁﬁ]‘f{ 1%%&&@%‘\79&&’Hl%?{ca@(ghe@égq(ﬁ%o%nﬂﬁgdeoefora starting topical
per t'or med, on an

showe ‘nor mal "appear’i ng
metrodiddeelp. pNst grationt Mivad | BRinki sewr eaddiibnal | &ftibiotic, anti-inflammatory  or
postero-|ateral trans-sphincteric fistula. The 30
mmuynpRRFessiyp Bedisaidr i zed, the postero-lateral interna
sphincter was divided, and a scion placed through 2 6
F E B 2007 -10- the renaining fistula. Hi stopathol ogy
ofPatibre ldhw atedort Mﬁesmep@rﬁeedwbhmem @$ eopenl ofictronidazole, the patient

B T ST R T
anestl%ﬁzt &Q@ E)é&tférﬁﬁ:dpiﬁfe@ w&k@%%ﬁ'a‘ﬂieﬂe Wiskle éd?:giér &ld SAnulomation tissue had

| 'eedi ng, and non-healing of the surgical site:
resol\f“Ed pir@raﬁtlcﬁﬂy wtin Sgldagion.olhie @amﬁ(en?aa awotedi angtheontBebhippey had resolved, and

jated in.an atte
none Y@ icomt i ol b BuPieA0TE7 MRt o ilapstionidazole
relief of their anorectal pain, and the postoperative
Patient 2 reported dramatic pain relief, and healing of her incisions had progressed

significantly after 2 weeks of topical metronidazole treatment. Four weeks later, the patient was

asymptomatic from her anorectal disease.

Similarly, Patient 3 experienced dramatic pain relief within two weeks treatment with topical
metronidazole and the incisions appeared much improved. At 4 weeks, the granulation tissue and
mduration had resolved and the seton was therefore removed. At 6 weeks, the incisions were healed,

there was no evidence of a persistent fistula, and the patient had no anorectal symptoms.



10 induration and granul ation tissue resolved
significantly within three weeks of starting topica
net roni dazol e. Two patients (Patients 2 and 3) had - 5 CER 2007
been started on oral Flagyl for a brief period, but ™ PhbL
had devel oped nausea and failid to inprove; the
medi cati on was di scontinued before starting topica
net roni dazol e. No patient was taking any additiona
antd PhiRhi SepeABidea Liak leﬁﬁ&?ﬁrggytogircai rhgffﬂfﬁ'&%HEP_r afients (Patients 2 and
medi cation. 15 Patient 1 had anterior anal Tissure.
3) deflomnd £ modiwereddened, shoiapptaramet pofhiedaziohd skinhehphtreedted in no adverse
reported a significant inprovenment in his pain and
Swmpgwg?ectal di scharge. Repeat exami nation under
anest hesia was perforned three weeks later, and the
ti ssue edema and granul omation tissue had resolved
diawdt be appryciated thatl thet ingention he ngr @pwicEdae dhandti®t drcribed above with

the initial hiopsy.ha espl ved, and 20.nane S seen
referepf (o8¢ Disdit SRGHGTCH B RSO Gr AL P R g s can be made
withof detpeﬁang &lonMBE ERA1 Sla8Gheor thdlatdibh adddBRe i B8 tSlIARRS difims.
pai h relief, and healing of her incisions had
progressed significantly after 2 weeks of topica
nmet roni dazol e treatnment. Four weeks |ater, the patient
was asynptomatic from her anorectal disease. 25
Simlarly, Patient 3 experienced dramatic pain relief
within two weeks treatnment with topical netronidazole
and the incisions appeared nuch inproved. At 4 weeks,
the granul ation tissue and induration had resol ved
and the scion was therefore renoved. At 6 weeks, the
i nci sions were healed, there was no evidence of a
persistent fustila, and the patient had no anorectal
synptons. 30 2 6 FED 7.607 No patient experienced
side effects fromtopical netronidazole. Two patients
(Patients 2 and 3) developed a mldly reddened, shiny
appearance of the perianal skin, which resulted in no
adverse synptons. s It wll be appreciated that the
invention is not restricted to the details described
above with reference to the preferred enbodi nents but
that nunmerous nodifications and variations can be nade
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W t hout departing fromthe spirit or scope of the
invention as defined in the followng clains. 2 6 FEB
2007 -12 CLAIMS 1. A topical conposition conprising g
nmet roni dazol e or a pharmacol ogi cally acceptabl e h
derivative thereof at a contentrati on of at | east
about 5 wt %in a pharnacol ogically acceptable
non- aqueous s vehicle wherein the vehicle conprises at
| east one hydrocarbon conpound. 2. A topica

CLAIMEgonposntlon as claimed in Claim1l wherein the
concentration of netronidazole is between from about
5w %to about 50 wt % io 3. A topical conposition
as clainmed in Claiml1l or Claim2 wherein the

L Acneamonmopigan edmpneeg valrelidabls or g rhatmweelezicalbimabmalile derivative

thereof a? avgonc{%xttrgh(%b gfjflit E?stl Wéo%/ ; e@e ({A ? E)ljc al gl\%ggﬁgj ﬂ:ce;ﬂ@b%e non-aqueous

6 FEB 2007

I'n any

vehicle wiRRGeME Katitle @m‘ﬁfmseﬁﬁi e bﬁ@ly@k&aﬁb‘én bR Il0 Wt % s
5. A topical conposition as clained in any of the
preceding clai ms wherein the vehicle conprlses a

2. 1{% rcgfég()rllo‘%oﬁﬁ%gl eg tlaxtgcg\o %&?a'&nt nglgrgin g‘é %%@p?etglﬁi %fsmetromdazole 18
betweenﬁ:bmlalfmtsm%nya@j‘mshm%ecedl ng claims wherein the

vehicle conprises 20 white petrolatum (USP). 7. A

topical conposition as clained in any of the preceding

3. ng)uc'yf COI%lp 1??1 a%t agllrr]lg g?q e@% tqer a Lilltnl E w @gl Exg Cconcentration of

metronid@ANPQ Hitwcoi fidfH abbmmﬂ%ltaa@&w%vt%e preceding clai ms
further conprising a therapeutically effective anmount

of at |east one anal gesic agent. 9. A topical _
4. Ct%%% éo‘iﬂ tlrg I’? g.lg cr;]lgfnr{r%dn Igurll)éo % of L mg E%in%se\gfhergin%lg (Isorrrlscenn'ation of

1naumxmﬁ&5@ﬁﬁﬂﬁu0&hby effectlve annunt of at |east one
anti m crobi al agent.

5. A topical composition as claimed in any of the preceding claims wherein the vehicle comprises

a mixture of at least two semi-solid saturated hydrocarbon compounds.

6. A topical composition as claimed in any of the preceding claims wherein the vehicle comprises
white petrolatum (USP).
7. A topical composition as claimed in any of the preceding claims further comprising a

therapeutically effective amount of at least one steroid.

8. A topical composition as claimed in any of the preceding claims further comprising a

therapeutically effective amount of at least one analgesic agent.

9. A topical composition as claimed in any of the preceding claims further comprising a
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10. A topical conposition as clainmed in any of the

preceding clains further conprising a therapeutically

ef fective anount of at |east one substance that either ,
promotes skin integrity or inhibits s skin breakdowhi FEB Z007
11. A topical conposition. as-1¢dainmed in any of the

preceding clains further conprising a therapeutically
effective amount of |east one anti-inflammatory agent.

10 12. A topical conposition as clalned in any of the

clalns ther cOo [ t herapeutically
thaﬂpa@?i@@ﬂh§ge&WWHWF’ QFOP%Q§¥18ﬁE‘Q fdi arr hea
conmpound. 1.3. A topical conposition as clainmed in
Claim1 conprising nmetroni dazole or a
10.  /phemedcahgysitiah| as claioedpinabhye ofield pedcbdieg tfrdme dfirtedr @mprising a
?ftration offa ut 10 %in white petrol atum
thelapeumjglﬁ)e eqlEye AHIOUAL § @bf sfiong SyRskess thateither rpRPEe alqp ghtegrity or inhibits
skin bredili@l g 13 consisting essentially of netronidazole at a
concentration of about 10 wt % in white petrolatum
(USP). 1.5. A topical conposition as cIained in any of
recedi ng cl ai .use in the t of the

t he f
U AdSHrrseogar o) im18 0B dheprosdin s GhEhg coprising -
therapeuﬁm @E@(ﬁ v@%in%ﬁ#tl&f 1@1@%';&?}@]1&13@&&{@(1 tgé’ i thereof in the
facture a non-aqueous topi medi canent
conpr|S|ng a conposition as clained in any of Clains 1
to 14 to treat conditions of the colon, ctu

12. Paﬁ@%l%@étmp&ﬁma%r%saﬂsqmeée@n oW, Oééhwreceﬂ.s@o caimp e omprising a
therapeuﬁ%a@i:y@f@&l%&%ﬁbﬂbfﬁhﬁa& gﬂéj.’aﬁtfd% ksl cofb&gieed from

I nframmat ory bowel di sease, ceratifve colitis,

peri anal Crohn's di sease, radlatlon proctitis,

i di opat hi ¢ proct coI|t| pouchitis

6 FE .
13 AispFifeonpon§or ageiedcn Lid cofPERRemenOg s gk phamacologically
acceptabmﬁ%%kélthé?éof %?& b(ﬂﬁ@ﬁtt&lﬁbﬁ 8F Sholf 16%t 9, i %fhﬁgg rolathi (USES§,

as claimed in Caim1l6 to treat peri anal ective or
i nfl ammat ory processes. 5

14. A topical composition as claimed in Claim 13 consisting essentially of metronidazole at a

concentration of about 10 wt % in white petrolatum (USP).

15. A topical composition as claimed in any of the preceding claims for use in the treatment of the

human or animal body.

16.  Use of metronidazole or a pharmacologically acceptable derivative thereof in the manufacture
of a non-aqueous topical medicament comprising a composttion as claimed in any of Claims 1 to 14 to

treat conditions of the colon, rectum, anorectum or perianal region.

17.  Use as claimed in Claim 16 wherein the condition is selected from inflammatory bowel
disease, ulcerative colitis, perianal Crohn’s disease, radiation proctitis, idiopathic proctocolitis and

pouchitis.
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20. Use as clainmed in Claim16 to reduce edema

follow ng a surgical operation to the colon, rectum
anorectum or perianal region. 21. Use as clained in
Claim 16 to reverse tissue induration and granulatidnf FEB
following a surgical 10 operation to the col on,

rectum anorectum or perianal region. 22. Use as

claimed in Caim16 to relieve pain followi ng a

surgi cal operation to the colon, rectum anorectun or
perianal region. is 23. Use as clainmed in Caim16 to
reduce inflanmmation follow ng a surgical operatlon to

: t ectum or i.anal re
'8 VS GPhRLn CLAS YT Bl SET R B uPed SRR 2bi o
derivative thereof in the manufacture of a
on- aque i cal medi canent conprising a
9. Usg ﬂio“gg‘*fﬂteg chghafde Hiead ppeRnabipfegfiveqitan frsniatpry prdossms. 20
pronote healing followi ng a surgical operation to the
colon, rectum anorectum or perianal region. 25. Use
20 Uas aglchimetlii GL@hal e dedwbe e@in: fomgwsier Q's&%lcapgﬁé’réﬁdn% the colon,
is selected froma henorrhoidectony, a fistul otony
’emmﬂEW?@@HWé%P%%?m}ﬁg@Bhlncterotony, sphi ncteropl asty or
i nci sion and drai nage of an abscess. 25 26. Use of
met roni dazol e or a pharmacol ogi cal |y acceptabl e
21 Ud@ ri elaniodentleineod id fevede ifmRB Wh@edHoh @nd Qranlation following a surgical
- eous topical medicament conprising a
Oper&mn&‘é ﬂﬁ&gtj } GAVES 2BqTeGiRR @r periaaplegn.d aims 1. to 14 to
relieve pain caused by conditions of the col on,
rectum anorectum or perianal region.
22, Use as claimed in Claim 16 to relieve pain following a surgical operation to the colon, rectum,

C"’s
b

anorectum or perianal region.

23, Use as claimed in Claim 16 to reduce inflammation following a surgical operation to the colon,

rectum, anorectum or perianal region.

24, Use of metronidazole or a pharmacologically acceptable derivative thereof in the manufacture
of a non-aqueous topical medicament comprising a composition as claimed in any of Claims 1 to 14 to

promote healing following a surgical operation to the colon, rectum, anorectum or perianal region.

25. Use as claimed in Claim 24 wherein the surgical operation is selected from a
hemorrhoidectomy, a fistulotomy, a fissurectomy, a sphincterotomy, sphimcteroplasty or

incision and drainage of an abscess.

26.  Use of metronidazole or a pharmacologically acceptable derivative thereof in the manufacture
of a non-aqueous topical medicament comprising a composition as claimed in any of Claims 1 to 14 to

relieve pain caused by conditions of the colon, rectum, anorectum or perianal region.



