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A COVBI NATI ON COWPOSI TION  Technical Field 5 The

invention relates to a nethod and conbi nation

conposition for the treatnent of pain. |In particular,

the invention relates to a conposition containing

i buprofen and paracetanol for the treatnent of pain.
Background to the Invention 10 Wthout a nedica

pr, ' }HR ['ﬁ i-ptlon (ie over the counter

( » uti c dose of paracetano
(acet am nophen) is 1000 ng, a full therapeutic dose of
iggﬁrqgepbﬂ§i400 ng to relieve pain. The total daily

a olimted to 4000 ng of paracetanol and

1200 ng of ibuprofen, per day in divided doses. 15

DRBA D5 T PR 2o BT BT mP DB Rment o pain
maxparticdar, the igvendiot heatestd a icodhpesitivratorithiaing firuprofen and paracetamol
dese. re n s.to be taken that the maxi mrum daily

182 BB

tP3{bt exceeded for each nedication. 20
Phar maceuti cal conbi nati ons such as paracetanol and

c i ne Q 3 and i buprofen and codei ne (200
n%&&%%dose fornms are known. Avoi di ng

use of codeine can be an advantage due to

c tipatiaon difficulties that are a comon, Si. .

RLL PR bsSRafarp Bl S i e uRe e TR e T M

C hebea peaitia deskofqanadeta ol ttetdminopaen s 1 00@amgsa gl teerapeutic dose of
tabl et includin racet anp| , L bupr.of en 200

BReftie B & BHEHE o he Fral Bl asiRigeBP ufpe 1000 mg o
apg@iacetammhdnd 0210 mg of buptafen, peoday indivdded tedes. dose

form including 325 ng paracetanol, 325 ng aspirin and

10 ng codeine. In both cases, at a dose of two

cBpsing esgimssi forteael apparbcetaciosasd iblippanaeatagivenaddividually to
del,ivered. ln the case of e Sayt frican

c P e ol TR o et Wl midle o B R casp cCare needs to
t betakpe thadtthamagimin dagrdsetiamet buttrioe eadezdsl fafeach medication.

i buprofen woul d then exceed all owed OTC dose |imts.

Par acet anol can be taken w thout prescription in
dBsargexecoficabbdmBiadbnzguel @t adacetantol ahd db&eitip (30D Mg/8 mg) and

g/day._for the tre nt %fver./ ain. lLbuprofen is .-
tl&kg fw e?rhc{)%ﬂde e(géém p}g{]% mg? In smgle ojg)se #ormFs) are Enown. Avoiding use of
codeine can be an advantage due to constipation difficulties that are a common side

effect.

Combinations of paracetamol, ibuprofen and codeine are known in South Africa, with a
single tablet including paracetamol 250 mg, ibuprofen 200 mg, codeine 10 mg. Another
combination of paracetamol, aspirin and codeine is also known in a single dose form
including 325 mg paracetamol, 325 mg aspirin and 10 mg codeine. In both cases, ata
dose of two capsules, sub-therapeutic doses of paracetamol are delivered. In the case of
the South African combination, while 4 capsules would give a full OTC therapeutic dose of

paracetamol, the amount of ibuprofen would then exceed allowed OTC dose limits.

Paracetamol can be taken without prescription in dosages of 500-1000 mg every 4 to 6
hours up to 4 g/day for the treatment of fever/pain. Ibuprofen is taken without prescription

in doses of 200-400 mg every 6 hours up to 1200 mg/day for analgesia.
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35 in doses of 200-400 ng every 6 hours up to 1200

ng/ day for analgesia. 2 |I|buprofen is generally well

tolerated in divided self nedicated doses of up to 1.2

g/day, but it is still associated with side effects

in sone individuals, such as gastro-intestinal damage.

(Ref erence: Scheiman JMet al 2094 - A randoni sed

c r I ;

o e R RIB N el el RUBALP ot AbalREl TBce ofpptp 1.2 002y, but
c dlipsighkassosintedpy side gidents i sonesingdinidualsusmbads gasjratintestinal damage.
Clg r - I 2 : : :

ot FOSTREL S PraR AT 004 T ot e oHERREn of ibuprofen

| &t verrial orer-thegaynte pdesecenepared wWibweaseriptiansdasegeledexib on upper

as.." i - 1.0Xi B ' "
P FHBLINE e iy’ S apttAREH iofud R EE 2008150 o number of
t REter pdverse ptecls (Igterenne: AHEGURMEYnfofmatiosi Be04)s nor e

i mportant in determ ning adverse reactions rather

than total dose (IR Edwards, Pharmacol ogical Basis of
Affeeacstantyl ulpWRygE S treerdeCraspTelatively magloxiz 9 therapkutie goses” (AHFS

Diyigly 1Hf 004996, 4'h edn: Adis International,
Aucggan )Fmgﬁ%s nggests that giving 2 x 150 ng

i buprofen four 15 tines a day rather than 2 x 200 ng
g?h@ GtdratiRShA rgﬁgqté'ﬂafﬁapf%r b&hE &F ﬁh@frﬁgﬁ&gyyﬁ Hg%ié# %gaore important

pr|n0|pI'?5|sa30|n part be sus
r 81 eeiseniping gdverse igratiengiratiteritean raldase (IR Bdwasds dharmacological
aygkdi : r f o
" BaSRAIRIEP DT REGRIREndNer 4. b8 208 Ricrhe O rregtment. 1906,
t Raedaecddie dniemngtions Auekiand). ofhis buggesfsehalgiiviea 2as159 mg ibuprofen four
sk ' [ rapi] i f .
IR RSB Iisn et o e PR ey P betor olerated. This type
| ebrincitdes is also inmaprhshing theludf gusteinedtreleasd produgiaiwhere drug is
rekd : § t i :
{ feePabEiefoepa BvyiaG spPr 8Lk Bo S ARERRGH oS firh Brmediate release
r defcteams.2 8 isThlee eonnsiNalleibaiadecaensing thg@mavinbef inlprefencgiven as a

dehbiosk P TEM FRUbBBiN oBilbRAL T on at a high

apeutic e In order t'o mnimse the nunber of
doses required throughout the day, while stil

R N
i liph dfacte a loweepealedrup son¢andhativrodittothegesidt thaf thetefficacy of the pain

relief is reduced.

There would be an advantage to be able to deliver these medications in combination at a
high therapeutic dose in order to minimise the number of doses required throughout the
day, while still achieving the maximum daily dose rate per day for more effective pain
relief. Reduction of the amount of ibuprofen to reduce the likelihood of side effects
occurring while maintaining pain relief effect and minimising doses needed would achieve
those advantages. The ability to achieve effective pain relief from such a combination to
treat short term, intermittent, type pain would also be an advantage. Such a combination
has not been previously provided and the concept would allow a number of advantages to
be achieved, such as convenience of administration, increased ease of user compliance,

and effective pain relief over time.
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occurring while maintaining pain relief effect and
m ni m si ng doses needed woul d achi eve 30 those
advant ages. The ability to achieve effective pain
relief fromsuch a conbination to treat short term
intermttent, type pain would al so be an advant age.
Such a conbination has not b¥en previously provided

s@ﬂgaéggmggsmﬁ#}ul d allow a nunber of advantages to
€ achl eved, as conveni ence of adm ni stration,
I ncreased ease of user conpliance, and effective pain
In bRIIGEMV Bk il frst RAPTBRY
n roag ! terns It he ?%\%‘gant |sgn In a ¥|B%SS%B§§J ec tmsleoéq%dn%mat'on
cogwenition i dmpireaiment el inaluidiog 8®0Ub‘rﬁ§d@gﬁ¢ ehoutdﬁotrm:lbumofen
Hr88L®H meto BB t 125 nmg to about 150
anrrg I bupr orpg ’ l‘g agg‘ll‘ﬁjg rggetﬁgigt‘o about 500 ny
par acet anol . Preferably the ratio of paracetanol:
PrefRHY P Ratic oBRPsatafoll Bupl® the
rCOﬁ'pO)gltlgill ?ﬁ%q cfs %5 Y erﬁ%%ﬁog géndg%d 500 ny
paracet anol . The i buprofen can be present as a salt,
Préfetlly Rk CORTPBLRYS thol RS 150 farkth n% .
rde |vyer be?&%en a@gut 125 'tbg&g uat 1%)8.Th %aFa%etamol
i buprofen. 15 Preferably the conposition is suitable

Th%‘?b\kb%f%ﬁ %R 'b%tp%s%% 3S ol diilor @8&%&3&9 ﬁcgm# ih %ﬁsan?ougt suitable to

Pref er abl he conposition Ts
det'\éiﬁlbétw‘iﬁn Q@Hém%mg to@bgut 150 rwwmun@feras pect the
i nvention provides the use of about 475 ng to about
500 ng paracetanol and about 125 ng to about 150 ny
Prefgiabhothesopwesition g;g%ntghletto ba agménisteggdgsdwowng dopes four times a
da?}edl cament to be administered in two unit doses four
imes a day for the 5 treatnent of pain. Preferably
the ratio of paracetanol: ibuprofen is about 50:15.
ster or
P e o BT 2 B A T obs €10 el ver
bet ween about 125 ng to about 150 ng i buprofen.
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Preferably 150 ng i buprofen and 500 ng paracetanol is

used per unit dose. In another aspect, the invention

provi des a pharmaceutical pack including tablets or 15

capsul es, each tablet or capsule including a

conbi nation conposition as described in the first

aspect of the invention, the $ack including

i i A . i
I S B gt floykBs R b2 B0 1 pbovt g00 m
Pameekenal @nd absutsi2ogve te akawbdpO ofg ibaprbisngeas dosagssunitegs the
m%ff&tﬁg f ﬁ@d%aﬁl@aﬂhm(adrﬂﬂs%@ﬁ irftivo! BiftHosEs Fo%miﬁ'\ﬁf aWYay for the

capsul es. I'n another aspect, the invention provides a
tregliaem®@ERRINI cal conposition for the treatnent of pain,

t he conposition including paracetanol and ibuprofen in

a synergistically effective 25 ratio range of
Prefgtanaineiralia of pera@tamolsibuprosarbisiehaut 8:15 50: 15. The

conposition is fornmed in discrete dosage units whereby

the taking of one or nore conplete dosage units
Thgdbunyefes car bp Present as ppalk 3B 0 camplielet fasindn aamghount suitable to

de%éb%%@@einaalbloﬁt @m@g@ggoﬁ?gg%ﬁfbﬁbm Preferably,

the conposition 1s presen th i nstructions to the
effect that a user should 30 at each dosing event take

ROy hHasaned bl Besesgs LecdpL Ut
Preferably the ratio is 50:15. 35 The conposition can
In ?ﬁotﬁér%%@&t, #% iAveifibh ’prc?v?ﬁeesh Mar&%?&%t%éﬁ%%k\?ﬁﬂ@ﬁg tablets or

buprofen in an anount sufficient | e o
cappligs: 6hettablet oheapssis ingluding @ aondirgtian edmpasition aadgecribed in the

fir@bshdl® o f%%\%‘#ntif)ﬁ‘,tth@ Paé@igc!gﬁiﬁ? %{s%l&}tﬁ'or%‘% h 95 RP8KE R tablets or
ata e. re

IS et or capsu erabl'y the conposition
capsyllgsono mard hasthrtimegsomdavur times a day. In another

aspect, the invention provides a pharmaceuti cal

conbi nation conposition suitable for the treatnent of
Prefatably the@aeloimplides poevemotmbene takietacscappllesand

i buprofen in a synergistically effective ratio range

of between about 47.5:12.5 to about 50:15. 10
Prefewabbrthe pgclpiacikides ahlehstdniabietaupraapewiear e substanti al |y

the only active ingredients in the

In another aspect, the invention provides a pharmaceutical composition for the treatment
of pain, the composition including paracetamol and ibuprofen in a synergistically effective
ratio range of substantially 47.5:12.5 to substantially 50:15. The composition is formed in
discrete dosage units whereby the taking of one or more complete dosage units delivers

substantially 250-300 mg ibuprofen and substantially 950-1,000 mg paracetamol.

Preferably, the composition is presented with instructions to the effect that a user should
at each dosing event take the number of dosage units necessary to deliver the 250-300

mg ibuprofen and 950-1,000 mg paracetamol.
Preferably the ratio is 50:15.

The composition can be present as a salt, ester or complexed form of ibuprofen in an
amount sufficient to deliver ibuprofen to the user within the stated ratio range or at the

stated ratio.
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conposition. Preferably the ratio of paracetanol:
i buprofen is about 50:15. 15 Preferably the
conmposition includes a salt, ester or conplexed form
of ibuprofen in an amount sufficient to deliver
I buprofen to the user wthin the stated ratio range or
at the stated ratio. 20 Pref@rably the conposition is
a tablet or capsule. Preferably the conposition is
suitable to be adm nistered four tinmes a day. 5
Preferafily earhmitosege poit g eblat Becanpulent i on The invention in
broad terns relates to a pharmaceutical preparation
i ncl udi ng both ibuprofen and paracetanol which is
Prefgratibine cogipositian isfanpemisistrationfour Bmes Balayr eat ment  of
5 pain, and which can be taken w thout undue
difficulty. In particular the pharnmaceuti cal
In pretpar agresh thesinyestionpsovidggrpplagrinacelticat caynbipaion eomitesition
5018 ERYRE PEatrRBE bshiRahe c&ﬂﬂoéfﬁb?ﬁ'H{:lgdigg K&teEBimdPah& ibuprofen in
b t wou tage

su
When afflicted by such pain i an advan
a gypersistiapliyeetestivaatniip ipraesel betwedn abpat #.50RS 10 aboet 5¢:He.
counter") therapeutic dose of both of the pain relief
actives in a dose regine that allows the naxinun1dai|¥
Prefgeably paraeriamet anslibuprefemaye substaaligdly thenenly active ingredients in the
coRfpBLiNBeeutical preparation according to the invention
conbi nes paracetanol and ibuprofen. Delivery of
maxi mum t her apeuti c doses in a conbinati on conposition
Préfbrabih8 (8 AGlar 8 BURL IR QLG defe!i re 1000 ng of
paracet anol and 400 ng of 15 1 buprofen. |If delivered
in this conmbination four tines daily to give the
ProRYDIE SBip¥silos ﬁ\ClLfaE? 4008 é@?roér cgﬁfpﬂa‘;(‘éﬁ of ifngkﬁofen in an
correspondi ng anmount of i buprofen delivered per day
amgsint eHfidentdodelingr ivpoofam tq the aigerwithinthe siatedurtinianoe gt at the
stdifq &80 ny. A reduction to three doses a day of the
maxi mum t her apeuti ¢ dose woul d give the maxi num daily
dose of ibuprofen, but would result in inefficient

: I | a daily amunt 20 of

Pr%%gagﬂfntgk\%gra@g&?gfﬁ s glret%t)?&tsﬁtg' maxi rru?/n dai |l y anount
al  oned of 4000 ng. The comnbination conposition

Prﬂ‘%f?&!ﬂh@ QobPobifiéh IsTBRAbIE A be BEMHIGS AR tindes>a Byt ©
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150 ng i buprofen and about 475 ng to about 500 ny
paracetanol. This allows the conposition to be taken

4 times a day resulting in full OIC |evels per day to

be 25 adm nistered but with | ower peak |evels of

i buprofen. This offers the prospect of reduced

i nci dence of adverse side effects than can result from

[ oy I e risk that the pain
rg¥$gﬁLﬁ§§g§§" oWe oﬁﬂé*ﬁﬁﬁg&ﬁb result, inadequate. It

has been surprisingly found that mhen t he

[ r: i,nat ' 10 LNy

i ﬁ*é‘\@ me%ﬂ{nP ﬁ{t?rgga i t%@(gg 0% %\gggé(\:%rug?%pg%pgatr%[@qnéludmg both
priapeefen iand gatacetamahehiehap pemb@ foo otad adiminidtration fandhe3@eatment of

r Z)g %h&’ Q/hic@rct)?n%egﬁk% \Vtﬂdu‘? n%@é‘e (?’lﬁicng} nlg%%@cg%gﬁwne?&%?maceutical

i Ipognacdtiom iaéhriting @maoearya«bmﬁef pait sueh ahkeeazfache geoisd ipbineand musculo-
t | e ial,.f . [

gt et Ry VIR BTy n bR (CRRA BR 2P R o able o

i raprrwwstnga fHiedalniOT G Ealer theospuatdrg dhierapauticsiose of both of the pain relief

egqﬁ bsb%getr%ett%ﬁ ANORE L erﬂaﬁ&f hC?'aQIX/ o%geé ebe met but not

natl on 0 a synerg reac

o@@@ﬁ‘ededg bet ween the paracetanol and 35 the
i buprofen, following adm nistration. 6 The inventors
have therefore recogni sed that an adjustnent of the
r dhephefmarsutica tpegreratiop accbuginodbéine invertibnrexibineseparaeetamol and
ef c

Jdp%fgﬂn‘!ﬁte}é@eg%o?’\QEQ&ﬂ} ﬁ%@eﬂﬁ%&@& Eag%gﬁ\'b Ha?gn %BMlpgsmon of
d@sea@emnwl afhd aaupmierewpuutreawest@(lﬁhgg eﬁparghetaml alreacl M)Qamg of

e .

Blﬁ)%fér‘( i g@glﬁ\%r&?@ tﬁtg com(} rlaet‘loﬁ Fr‘cft# ’nHeg%ah)( to glf]\“:/‘e Eﬁ% mum daily dose

[ nf #ABQQ mgrqbosnacetamoﬂ dhanomﬂmndmg es®unhafbyprefen dehvered per day

él oud be e fﬂngm% 8’94%9 tolf] ra{ﬁ%h%c{g%scﬁgﬂpégﬁ Al?gductxon to

t Hﬁeﬁaﬂ$e&ma§aoﬂ the areximgm bleeragetglcmﬁe w‘bhldsglm thevmaamum daily dose
ggf@hg@génng:gu{:\ﬁwg%él}[ﬂqg 6%% e%' pké]gfotﬁgl%ggac%p %o |c(ﬁ§8@ daily amount
mgf pROCame el fak shdrd af th@S@axmgumbiqﬂy efmmni alloed of 4000 mg.
pills/capsules) to be 10 given four tines daily,

resulting in the maxi mnum daily anount given for each
mé tle cambation me@‘(tpzma@drct&m toi the imtvent®ort ihdtidéhabard @ img to about

aga(:) %é&;ﬁe@%nﬁm 0 a&‘ff)e %938 b?t?t‘;?g)ol rﬁ'ﬁg Pgﬁgtgtaﬁowu%hls allows the

parn P8
sabmhpasitort todre taken easteslaawwrreStABngsmdulé@TCGavdls per, daytto be

h 23m P\?sq%]reﬁ ;HuP{}vhﬁ 'Ior\k%r i)gé ﬁr\]/glstn}l? ?t;u gi’(ﬁ{ei all‘ﬁls rcl)%rs tﬁ? é)ﬁ(%?)gct of reduced

Parn re IS consi equi-va
efrcideacs of adverse side effects than can result from ibuprofen use but carries the risk

that the pain relief may be lower and, as a result, inadequate. It has been surprisingly
found that when the ibuprofen/paracetamol combination is administered in the amount
and with the regime according to the present invention there appears to be little or no
reduction in the pain relief effect. In fact the pain relief is very much improved over the
same amount of ibuprofen administered alone. It is therefore possible to mitigate the
potential for adverse side effects due to high peak ibuprofen use while maintaining or
improving the pain reduction effect. It is hypothesised that the observed efficacy of the
combination may be due to a synergistic reaction occurring between the paracetamol and

the ibuprofen, following administration.
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15 It has also been surprisingly found that the

conposition (paracetanol:ibuprofen ratio between

about 47.5:12.5 and about 50: 15; preferably 50: 15)

provi des enhanced pain relief during the first dose

interval in conparison to the individual actives when

taken alone. This effect of itself provides options

f [ j [ tuati.nns >y '
e dIE AR ok el AL B RISl 3K LB paracetam to
efifupcefien avopld maximlisedhe efficiemgy afith evhiah 4 cagrelsinaticadioogebsition could be

| | . o . e ‘ o
AR o BB e B IRaFAlELFL MR LS bl 3roro envor
ofto dliver effestiveipkin rbief albilet reg6l0ngrp thekexinin llailypditowance. By

9 : [ t [ | )

SRR ATH 0l ol SNLELREAIL L 825y e

| aecpamengasimaxiotimesingle dwerapduticldesel eppemdengivemmore frequently
CSLASAL AN R ARn RS RRAEBoh Ly i ptowe

r esmbination perhpésitigrsednéainifg ebeutalfiog nidef ramacatemolfand about 300 mg of
/G o BB aTPAIAARET ML 14 o GBI 2R i) o e
pigives/feurdimaseRilnoesutindie thakenxinign deitwameurst giiengbeeach medication.

d j r racet. L. .

i F RbectPP o Brient BRI BB U b BB RBR PR per cose is ower

p&itusdevau be @xde s thay paipupliasdhna del suifflséerBOr atdel@st lower. As stated

S%?Pi RWHa%rb%eﬂrsgrd?gﬁﬁgﬁifgﬂr% {h%gthgsui?.ngpthtetlgsé.' %’Siln.qfeliéf'ﬂseconsistently of

pi fcapsule and restdl'tant 1'ngestion and conpliance

dief fepstudquivedent aflicagyul d be known to the skilled person,

pharmaceutically acceptable salts or esters of the

two actives could al so be used. For exanple, ibuprofen

i § hasgdd beegispeprisinglyt floend thad thefnimasitioa (parasetsmbt ibyuprofen ratio

e 17 I 3 Thes: .

Bl YB0uPA 8 SO R o8B R E B5 iR ennanced pain

pyeliet dwingethe tst dese mtatvalin noepéraoolte the individual actives when taken

[ t I I ; ] ivatives. .

| BRRY 7O B Pl proyichR oolBE HEbAR gk et itypipng where

baentinpee pdménisteation oyt winegessdry. Theusir-opidisoeffactive pain relief

(dexi raf. ' [ nteie . As

WPFTbRHRLE el iRt BVER B uborsif T aE s egtt Sery mucn

f praferred thehths idwest inelividuail BHulhdese df dbupeofen madll belelbbut @50 mg taken with

I t. of i 0. 3 A bupr of e

rggéug?tgg nigeé%g%aﬁﬁgf%g drrl %ftgﬁlsgf_s?jpn‘s%th 14275 r?\g lbuprgfren aRd 475 mg

paracetamol in each pill). The largest amount of actives will be dependent on practical

aspects such as safety aspects relating to the maximum OTC amount per day and the
size of the resultant pill/capsule. Preferably the amount of actives in a single pill/capsule
will be about 150 mg ibuprofen and 500 mg paracetamol. Two such pills/capsules would
be taken to provide a single dose of 300 mg ibuprofen and 1000 mg paracetamol. While
pills/capsules containing more than 500 mg paracetamol and 150 mg ibuprofen could be
made, such options are not preferred due to the size of the pill/capsule and resultant

ingestion and compliance difficulties.

As would be known to the skilled person, pharmaceutically acceptable salts or esters of
the two actives could also be used. For example, ibuprofen is usually given as the acid
but various salts, esters and other complexes are also used. These include lysine and

sodium salts, guaiacol and pyridoxine esters, and aminoethanol, isobutanolammonium,



10

15

20

25

30

35

In a preferred formthe active ingredients

(paracetanol : i buprofen) are fornmulated in the 10

rati o of about 50:15 in a single tablet or capsule in
anounts by wei ght which are suitable to be

adm nistered four tinmes a day to neet the recommended
maxi num dose (w thout nedical pfactitioner's

pr. L ptian) W t ' let .or S R
oD et R e Y B R BRI N T 2Bl leRomic mixture bur
c prngranatinns cohiningaonip theuS(eHsointer i(dexirupf dealdre avhikabletihesome
pQng?ggutical preparation is given in tw tablets or
capsules for ease of ingestion by the 15 user, It has
been found that it is possible to fornmulate a

PSR BE BB R W55, RGBT MObr SR R oo
t weeludedi3b mest Swpdasired afrount ofiaviss(eg 3dayng ibepiaferaly@date = 200 mg

hq)[?” r&gm’ od; preferably qid) will deliver the maximum
alTowed daily dose. 20 Wiile effective pain nanagenent

can be achi eved wthi n.the. first dose interval, it is
DUEESTERT RafHELENE Gtk ) BB g areomuais n

c catporfeboubii ifinsa sindledaiyetny capgilenin ambuants bl eveight which are suitable
kTBL GamfidtERH Y& il G MGHER! the R&lbfimdFREh ¢ R [dBe (without
einl e t ens a C

s

pain r us overcom-ng prob an occur

wimerdiasé practitiaiec a presiripticag withewteaxcessiButableportzipsne aginitistration.

' @ﬁi\l/éﬁdtﬁe%ggﬁt gb]o%ﬁgpdf R ES r?erﬂl{st tﬂgt %aeﬁ% Gseeqj Q%Sﬂ)rg%rgbﬁe that the
regl ne. ablet "or capsules Tour tines a day 1s a

r ehatmaaelticad asgparadignnegiven netwogablbis ax capsides for ease of ingestion by the

Lglgér? ."’}tc'tl« éternofgbrli%{l;%te ﬁs@éﬁ%%ilbgeat%i fémi\tg gﬁg?{%ﬁ@%th@pﬂcludes

mni strati on pr an a
agemcetagw! (B0 ha) arsf ibuprefendt! 60 Mg lin & singtectdbiet orocapsule. Thus two

0 .de eff T . :
B PARRR o BENRESE B 8T iy T ooy <ol pRABHEY o wit deiver tre
smaxinedry allowed dailyedoses i f desired, in order to

mai ntain a safety margin froma daily dose

perspective. The 30 anmount of ibuprofen (as the acid)

i MVhilesfleglive mhis manegerdentivandeaobidyed bidthingbe fiesh doge ibRBval, it is

B R0y 20 PGl B R3S combiaton o
p ham peren tivcahtsvend dosingrsgiareealiontsdodz dintpde, leffe ctvecamatiachievable self-
The, i ' il f ' | et . .
AR PSRBT P 2 BRLE gt mcicoton
eratupements. Sachipeokidrhy wilhieglude asdef doorptiiehed with thetreqaired dosing

Al 2y OB g S v ot

edrent pre
wusdr. ecr@asimy tidbmftbis agaset cin aalt Inoddsage and afiministration problems. This

C%aatnegddit-ilt-)l?\gl &%%%iettb it %Pﬁ]\eaplo?é)ntigﬁfo?ge .u@iiosg %roecg:urirennce of adverse
side effects. The amount of ibuprofen and paracetamol could be adjusted to slightly lower
levels if desired, in order to maintain a safety margin from a daily dose perspective. The
amount of ibuprofen (as the acid) in a single dose would therefore be between about 125
mg and about 150 mg; and the amount of paracetamol between about 475 mg and about

500 mg. Acceptable pharmaceutical variations are intended to be covered.

The ingredients will be formulated into a tablet or capsule using known pharmaceutical
carriers and excipients. Preferably they will be formulated into a film-coated tablet of a

size capable of containing the amounts of ingredient preferred. Preferably this will be
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for exanple, two 00 size capsules. In a less preferred
aspect, the actives could be admnistered as separate
unit doses. The result would for exanple be the

adm nistration of two 500 ng paracetano
pills/capsul es and two 150 ng i buprofen
pills/capsules. This 5 is less pteferred as the

a%%l%rsé%s%tdf %Q/aﬁ)(&v ggbd HH l:g'ét%@pﬂilé Sg’mggan%%t can2 e?éjoulgé g(?mmlstered in,

5®0f1%<a(ﬂ@§3 !B@@Oﬁ'glzpaaawsamnla le&@ﬁrefgredﬂqneotf gwe)actives could be

f léldln §ik greq}aés s?ép%ﬂﬁé aR ?U%ée% df(ﬁ%geﬁlg 50 ?osr%&%n&yeor@ th& 33ministration

be conveni ent user

t @bivest @Cbmpmraa@taﬂml plllks@esw!waﬂd twarts0 mgdaupr¢fee plis/capsules. This

h : of _pj i

%“l(egé’ Fref gpe% éslntgg%wﬁwﬁ’rg% FJtlon 'yf %Jg 'b{llg}éggﬁ{l%s trgréwgf&lrld%mk/@ to

c@ﬂ@mmce resistance. In a preferred form the tablet

contai ning the active ingredients would be created

using 15 pharmaceutically acceptable ingredients

i ﬁ@ﬁ%rdiamg byaising ast%lp_@lﬁ ab@d|900iSdab 59D Img paradéteriotd€§0 mg ibuprofen) a
I 4 %E}a T@raﬁ% id IM%&B/ noR%Fés%Lth@%ﬁ%ﬁ]nz)gear\ge}rﬁeerﬁ]iég)gé\ﬁded to the

_slua@rdh twyo Wctﬂt‘ﬁ/aarauleﬁfhemgﬁﬂi@nrfaweeﬂ & day (iy 6aocdp) dlleangestion of

PR3 pHel 5haK000, bRl LR, PSpaRapgpmer
i fresidtanper powder or crystalline form The i bupr of en
may be provided in any suitable particle size such as

either 25 mcron or 50 mcron particle size. 25
Pl & prederreshiosn, U\)Bltdiblgir@hairam thetaetive g rediens poelddre cnrgated using

t Pﬁ? A ab y@qbgggc Sen eg%ﬁérﬁ%&%&%m erﬁa&ee aréh c%)llo‘l\#all silicon dioxide,

e con
pﬁ@@ﬁufﬂe@@’mmolwpyrmmmeasoﬁurmb&s\t:eatepadbudamhomnldlomde
b T Vv
pﬁa}@ﬁj’eét%rlﬁgggegr}atg Q@dl@ﬂ%&é@?&%&%lﬁ%s’&he@' %%ﬁaggﬂt%ﬁgcceptable
i ingegdieriaas wonkstt eukrtowrte the3skilten! peaken Goydd blss braisatr e
than 4 tines per day (ie in a 24 hour period).
Preferably the instructions will be to take the pills
aff hg pamgetaynal meagrbegirgvidédkinggittier pdwderor ofystatimegerm.
possible that the pills could be sold contained in a
bottle, the pills held |loosely within that bottle. 9
EXberjslupeof@ix snaplbe providetbinetny stivable patticlessize such as either 25 micron or

50 micron particle size.
Purified water will preferably be used when preparing the formulation.

The tablets/capsules (“pills”) will preferably be presented to the consumer as part of a
pharmaceutical pack, such as a blister pack, as will be well known. The pack should have
an even number of pills, preferably at least 8 pills, contained within it and have instructions
to take 2 pills no more than 4 times per day (ie in a 24 hour period). Preferably the
instructions will be to take the pills at 6 hourly intervals (ie qid). It is of course possible

that the pills could be sold contained in a bottle, the pills held loosely within that bottle.
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Core 5 Paracetanol 500.0 ng |buprofen 150.0 ng Mui ze
Starch (dry mx) 14.83 ng Colloidal Silicon Dioxide
1.70 ng Maize Starch (for paste) 22.5 ng to Di sodi um
EDTA 0.50 ng Polyvinyl Pyrrolidone 7.54 ng Sodium
Benzoate 1.00 ng Maize Starch (Lubrication) 12.50 ng
Col loidal Silicon Dioxide 12.00 gy 15 Magnesi um
StuE_?%h?d;,gsz. 45 ng Sodium Starch dycollate 25.00 ngy

P ed- Water g.s. Coating 20 Hydroxypropyl met hyl
cellulose 7.20 ng Polyethylene dycol 6000 0.80 ny
TiHxariplem Dr aislediefor Gedigeant ) 0. 21 ng

Mn%cggl hydr oxybenzoate 0.20 ng Propyl hydroxybenzoat e
0. ng 25 Purified Water g.s. Total 758.45 ny
Branadedarpol Prepar ati on of tabl 83G0 Ag Preparation of a
G ion Mxture 30 1. Wig cetanol and
ikl)ﬁg#%@én and sift using a sui{%(gﬁe i brosifter and

t Maizgd Starch @ryrinkgr . Di scard any4.83teri al not passing

e pual G2 ohBYR. 2 V6 gh and, syfl. mai ze starch
using a Ssulta

I"'e vibrosifter (#40 sieve) and transfer
t Mairg Ktarch (for paste) 22.5mg
Disodium EDTA 0.50 mg
Polyvinyl Pyrrolidone 7.54 mg
Sodium Benzoate 1.00 mg
Maize Starch (Lubrication) 12.50 mg
Colloidal Silicon Dioxide 12.00 mg
Magnesium Stearate 2.45 mg
Sodium Starch Glycollate 25.00 mg

Purified Water q.s.

Coating

Hydroxypropylmethyl cellulose 7.20 mg
Polyethylene Glycol 6000 0.80 mg
Titanium Dioxide (Colourant) 0.21mg
Methylhydroxybenzoate 0.20 mg
Propylhydroxybenzoate 0.02 mg
Purified Water g.s.
Total 758.45 mg

Example 2: Preparation of tablets
A Preparation of a Granulation Mixture

1. Weigh paracetamol and ibuprofen and sift using a suitable vibrosifter and transfer

to mixer. Discard any material not passing through #12 sieve.

2. Weigh and sift maize starch using a suitable vibrosifter (#40 sieve) and transfer to
mixer.
3. Weigh and sift colloidal silicon dioxide using a suitable vibrosifter (#100 sieve) and

transfer to mixer.

4, Mix for 10-11 minutes at slow speed.
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3. Weigh and sift colloidal silicon dioxide using a
suitable vibrosifter (#100 sieve) and 35 transfer to
mxer. 4. Mx for 10-11 mnutes at slow speed. Ik 10
B. Wt Ganulation and Drying 1. Add purified water
(0.03 mM/tablet) to stainless steel container 2. Sift
mai ze starch (for paste) using dditable sieve (for

exanpl e #60) and stir until 5 slurry is formed. 3.
Add purified water (0.18 m/tablet) to a suitable
j &cket sMetbranalatioryamd Reyincand heat to boiling. 4. Add

di,sodi - h Ayl i ql. n '

benzoar ¢ 1 ted PRs (0¥ ryRitiey o anBsEReP el |

cllear <Hft owizerstarsh (ot pasielusiriDstabladibvet(for elambler#6p) and stir until
under I stirring until a translucent paste is

obt ai n&gﬂwég%?ﬁ%fj paste to 50-55C by circul ating cool

wat er iAddiheifipdioiter (O 8 nikahidtatved awitabld jaeteted Flan&@bgwhixer and heat
add t he Egﬁf to a high speed granulator, mx at slow

speed, hen iigh speed until consistency is achieved.

84. Unl dald digsdiugn &RT1Ae soliyving pyrrelidihaiand Batiubrbgergate. Dissolve and stir
keepi n ] xer. p . ' peed fol |l owed

by fas?or?pégﬁr?&%rgyﬁﬂ%tﬁ‘fggrf§@§'8rl6%%@iﬁ%% val ue i s not

mor e t Wald staret allvry Gnd@r gonB8nfiousraipring uritil agraasidcent paste is obtained.

L DB 1008 B b U e ot ety mver
nm7l | r Steipiadd tgr paste &sa hl?h sﬁﬁ@:ﬂ:braﬁbl;ergremix?ils_lqw §hedd, then high
99-10Q9 . h d . . throu mesh sieve on a
gui tab%é%?/?wtﬁ%é%'?tg&y '§|5’8§“ﬁ¥ﬁ(£t a?ch gl ycol | ate,
nﬁgnesiummg@t\w][gﬁﬁmlesciotd tbe dralid Bied iDTyeT, ﬁ&aﬁﬁg&rgimnd?}d chopper at slow
' { icati ) 1
o eve. hEShBre oAl (@Y kplkeRs e ATvEe VR g0t more than

m x for%wwnutes at 25 rpmin a suitable m xer.

C. Dry Sifting, Milling and Lubrication

1. Screen dried granules through a suitable multimill and with a 2.5 mm screen. Re-
mill remaining granules.
Check theoretical yield (99-100%)
Weigh and sift through 40 mesh sieve on a suitable vibro-sifter, sodium starch
glycollate, magnesium stearate, colloidal silicon dioxide and maize starch (for
lubrication) through a 100 mesh sieve. Transfer lubricants to dried granules and
mix for 5 minutes at 25 rpm in a suitable mixer.

4. Check theoretical yield (99-100%).

E. Tablet Compression, Film Coating and Polishing

Compress on a rotary press using specified punches into tablets

2. Add coating ingredients, Hydroxypropylmethyl cellulose, Polyethylene Glycol 6000,
Titanium Dioxide (Colourant), Methylhydroxybenzoate, Propylhydroxybenzoate to
water to form a slurry (10-12%w/v).

3. Coat tablets in a suitable auto-coater. Set spray guns (3) at a suitable rate e.qg.
35 mis/minute i.e. 105 mis/min and coat tablets.

4. Polish final tablets with wax (beeswax 0.1 mg/tablet and carnuba wax

0.3 mg/tablet. Sprinkle mixed waxes over tablets and rotate for about 10 minutes.
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4. Check theoretical yield (99-100% . E. Tabl et
Conpression, Film Coating and Polishing 1. Conpress on
a rotary press using specified punches into tablets 30
2. Add coating ingredients, Hydroxypropyl nethyl

cel l ul ose, Polyethylene A ycol 6000, Titanium D oxide
(Col ourant), Methyl hydr oxybenzodte,

Propyl hydr oxybenzoate to water to forma slurry
(10-12%v/ v). 3. Coat tablets in a suitable
alihe-talgatssatisfBite dpintegrajiondin(e3pqaiteraertsidt thbIRh. Eat end USP.
e.g. 35 ms/mnute i.e. 105 ms/mn and coat tablets.
35 4. Polish final tablets with wax (beeswax 0.1
nipxantples: hakletsdfonobal usex 0.3 ng/tablet. Sprinkle

m xed waxes over tablets and rotate for about 10
mnutes. |11 The tablets satisfy the disintegration

t iPaet T ényi Miingt s of the Ph. Eur. and USP. Exanple 3:
Tl fletarh@r oral use 5 Part 1 ddgryyl xi ng) Paracet anol
500.0 ng |buprofen 150.0 ng Maize Starch (dry m x)
28puppofgly 10 M crocrystal | i ne G80QmMese 30. 00 ny

Pivege! j arch 32.00 carnel | ose sodi um
2.50 ngtta%ga(?tﬁﬂr?s(aanul at i og?zsi%'ql\}gi ze starch (paste)
sMligacnygtaliing Qeluloprr ahy doxyberod @90. 30 mg  Propy!
Pareduistaxydaagpat e 0.03 ny  Purpd hgd Vater g.s. 20

Part™ |11 fLubri cation) Mize starch 10.00 ng
Croscarmellose sodium 2.50 mg

Part Il (Granulation)

Maize starch (paste) 50.00 mg
Methyl parahydoxybenzoate 0.30 mg
Propyl parahydroxybenzoate 0.03 mg
Purified Water q.s.

Part lll (Lubrication)

Maize starch 10.00 mg
Croscarmellose sodium 10.00 mg
Magnesium stearate 4.85 mg
Talc 10.00 mg
Film Coating

Opadry white OYLS 58900 14.00 mg
Talc 1.00 mg
Purified Water g.s.

Example 4: Preparation of tablets of Example 3

Part |

1. Transfer, sieve & blend into a suitable stainless steel high speed mixer granulator —

Paracetamol, Ibuprofen, maize starch, microcrystalline cellulose, pregelatanised

starch and croscarmellose sodium. Mix for 10 minutes.
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Croscarnel | ose sodium 10.00 ng Magnesium stearate

4.85 ng Talc 10.00 ng 25 Film Coating Qpadry white
OYLS 58900 14.00 ng Talc 1.00 ng Purified Water q.s.
30 Exanple 4: Preparation of tablets of Exanple 3

Part | 1. Transfer, sieve & blend into a suitable

stai nl ess steel high speed m xerl2granul ator - 35

Paagget amol , | buprofen, naize starch, microcrystalline

c ose, pregel atanised starch and croscarnell ose

sddi utrangfexinfooa stahlassstaed sontdider Parified watdr (Imanstfeguivalent to

Ut o : e .
(Ao O AAF BLRt Beon £ e, H 5t Eoelih Bnggym st
add rfednséersiaderdB0.06L1120,000 titletibateh) imo B stainlgsustegl.pagte kettle, heat
o1 2 B SR DA AR EeR Eobl bdoronsenonte
dids s diddstaveh Biyiry paderropdetapbstinangioe galatnisatopy |

: sl U ,
o3 SIS e a0 ST RO Fpranuior
st ar #re pixst blate sloivit fior €0-R20onmas t thén simutahéqlslyspiedioe agitator at slow

m xe :,agiél ], %E e slowy for
10- ng% nu e@%o%ﬁ'é%%g?tnsbpg%nmé)éﬁé y L?%’h the agitator at
sbowGrapdatd thandbaieoppeht raassfysisingpe aditinolt eGuigped with 8sim screen,
10 5, . e §ﬁg wei ght mass by using a
mul t F%%%&%{dbg{ggﬁw \ég'm“n screen, knives forward,
nédi Dy theees gr@uldde yn a Reidveed dyyesrati 5256°C nnid thé LOB \adk is obtained in
g;ﬁ,{égn Sﬁé%iég%l%% the LOD value is obtained in
7. Sieve the dried granulaie through a sifter equipped with a 20 mesh sieve and
oversize through multimill with 1.5mm screen, knife forward, medium speed

arrangement.

Part lli: Final Mixture

1. Transfer the milled granules to inprocess bin blender

2. Sift the maize starch, croscarmellose sodium and purified talc & transfer to the milled
granules.

3. Mix for 4 minutes at slow speed, keeping chopper in off position & record premix time.

Tabletting
1. Compress the final mixture by a tabletting machine, equipped with a capsule shaped
punches, to obtain a weight of 825mg per tablet.

Preparation of Film Coating
Mix Opadry white, purified talc and water (13.20 L/120,000 tablet batch), stir for 10
minutes, check weight, add more water if necessary to get required weight, filter

suspension through 100# nylon cloth.

Film Coating
1. Coat the compressed tablets in a coating pan with coating suspension.

2. Polish the coated tablets in a coating pan with purified talc
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20

7. Sieve the dried granulate through a sifter equi pped
wth a 20 nmesh sieve and 15 oversize through

multimll with 1.5mm screen, knife forward, nedium

speed arrangenent. Part I1l11: Final Mxture 1.

Transfer the mlled granules to inprocess bin bl ender

20 2. Sift the nmize starch, crdscarnell ose sodi um and
purified talc & transfer to the mlled granules. 3.

Mx for 4 mnutes at slow speed, keeping chopper in

ofThe fedlétsisefisf theedisinegpatienitinet remeiremdrad bethe iRigE @5arld USP.
Conpress the final mxture by a tabletting nachine,

equi pped with a capsul e shaped punches, to obtain a
wexghelebd 825ng per tablet. Preparation of Film

Coating Mx Opadry white, purified talc and water

(13.20 L/ 120,000 tablet batch), stir for 10 30

miThatcempingtier kf uedrngpie 3 veatdteated én apiletrstidy usinges demtgl pain model i.e.
96kt ,

ng)ltd%én rﬁ% Wg{:{&v%f%@n{é&:ga% r%%eqa@o%g)ﬁ@ﬁ gb(?)éréfgrﬁ %&H% ila%q)ﬁs four times a
t éb]/ et g 16ﬁmg teldelsicagtajring WJPﬂq?femaomm@ustumpe asiagfior ar@fgesia following
pur | %ﬁra%@@r‘ @ﬂd ?otlrlgféer?asésghaet@nac qﬁaﬁé E%r@?& r\é’%ttan\d on activity were
dmaﬁur@grta'twlfml anateguecspalasevhich wersf uaeldéo Bhrituan amadinder-the curve
U i ' e 3 was
R el T T Al
patients were given either 2 Paracet anDI 500ny +

I

H’EP ée%gslﬁg gﬁ(?\glﬁrﬂ} *r']ég}?éi Etﬁ?)? O%FISIHJ met?\a?des:gﬂ¥ Ju‘?ﬁte&Z g&t?fg\wumbers the
f cpmbinatigresf Rardcgtamal 5Pmav drlpnefen dﬁ@mgxiemostraiad arvee,r clear

I : on activity
w e RRl v EB Io B S0 dh AR EErE, h er e

used to derive an area-under-the curve (AUC) pain

S¢aBeE 2 | ower AUC represents better pain relief.

AUC Pain Score (mm x mins)

Treatment Rest Activity

Ibuprofen (N=2)

Mean 34,105 40,015
Median 34,105 40,015
Minimum 11,335 12,368
Maximum 56,876 67,662

Maxigesic (N=3)

Mean 9,970 10,053
Median 3,780 3,510
Minimum 0 0
Maximum 26,130 26,650

The present invention allows effective pain relief to be achieved using reduced ibuprofen
amounts in combination with paracetamol. Minimisation of potential adverse reactions
from high peak amounts of ibuprofen is achieved as a result. The composition allows a

pain management regime to be set up that is achievable and effective for an individual,
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The results shown in Table 1 are surprising in that
despite limted patient nunbers the conbination of
Par acet anol 500ng + i buprofen 150ngy denonstrated a
very clear 15 superiority in pain relief over

I buprofen alone in all paranmeters. TABLE 1 AUC Pai n
Score (mMmm x mins) Treatnment Restt Activity |buprofen

( P@?Q ' i 4,105 40, 015

Mlgﬁlaxn%ﬁw 11,@%5%2‘%@%@)&%@@%?876 67, 662

Maxi gesic (N=3) Mean 9,970 10,053 Median 3,780 3,510

Mgia @ 0 Maxi num 26, 130 26, 650 The present

invention allows effective pain relief to be achieved

usi ng reduced i buprofen 20 anounts in conbination

W i i .

r deDier 266G R es ARhBARRh cPhelh PhFRHIeIRPERRes (vAS scores)

ad¢rilevrafeanly, pagagetamor hely codugirefeon relréaeiamel copwiositions in a dental
t ArieQ) : ; h i i . .

cPPoaroRd BALTAL S0l £ Eindiahiiah b PANLGY RGP Blin rolier. e

pVANE shetesifor Hheubupptesaniypand the ibExrafgl ©p&rabet@iaiol @Maxigesic),

b - Qi ' f ' I I .

pSPAPLRIN K58 ReR MERARGRM nRBD bR UR rp W ERampie 5. Pain

paceeewen® taloviptedasdneéansmvef the firstgise ddemvablather than AUC values to

c | 1 LORS. . [eds: | i . :

o R b2t Bl B el B2 10! AR am i R et Baiy mocel.
relief. The VAS scores for the ibuprofen only, and

t R dlppr of en + paracet anol (Maxi gesic), conpositions
have Lbeen calculated fromthe AUC trials as reported

in Exanple 5. Pain

Treatment Group Mean Pain Score at Rest

(over first dose interval)

{buprofen 300 mg qid 28 mm

Maxigesic qid 8 mm
(Paracetamol 1000 mg + Ibuprofen 300 mg)

Paracetamol 1000 mg 42 mm (over 4 hours)
(RA Seymour et al 2003) 46-48 mm (0-30 minutes)

Paracetamol reference: RA Seymour et al. An investigation into the comparative efficacy
of soluble aspirin and solid paracetamol in postoperative pain after third molar surgery.
Br Dental J (2003) 194(3), 153-7. Compares pain after dental surgery for 240 minutes
after dosing. Patients took paracetamol 1000 mg or aspirin soluble 900 mg.

The effectiveness of the ibuprofen + paracetamol combination (Maxigesic) in comparison
to the actives alone, as reflected in VAS score comparison, is clearly seen. This
enhanced pain relief effect over the first dose interval is unexpected and offers
advantages in pain relief management to the user. The observed increase in effective
pain relief of the combination over the first pain interval, at reduced ibuprofen amounts,
offers pain management options for users when treating intermittent pain with a single

- dose administration. The enhanced effect reinforces the results observed for the daily
administration (4 times a day for maximum OTC administration) and shows that, at the

ratios of actives used in the treatment (ie between about 47.5:12.5 to about 50:15;
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10 scores were cal cul ated as neans over the first dose
interval rather than AUC values to allow conparison

with literature values for paracetanol in the denta

pai n nodel. TABLE 2 Treatnment G oup Mean Pain Score

at Rest (over first dose interval) |buprofen 300 ng

qid 28 mm Maxigesic gid 8 mm (Paracetanol 1000 ng +

| ver .

T R R Sl el e S
mOoqt¢'e8y- 15 Paracetanol reference: RA Seynour et al.

An investigation into the conparative efficacy of

sol uble aspirin and solid paracetanol in postoperative
pahiledp the foragoing dasceaptiostheerfias begn nmﬂraF ergnae068%cific components
1%4(@9&3—5&1’\3 m\gﬂfm@ﬁ&ﬁngj’ﬁhd@v@é ﬂa!&ﬁmrﬁln suth @ ﬁiValgﬁtg are herein

mnutes after 03|n? Patients to par acet ano
10619"9&:53‘6{4 agdipndividualty sebfasthooo ng. 20 The
ef fectiveness of the ibuprofen + paracetano

conmbi nation (Maxigesic) in conparison to the actives
abheudhuibisrinyandien Bgs paevaesasibed by waehekarople only and with reference to

Clo8adibl¥ ehRRimei ther&tad sk Qﬁ’deﬁ‘stﬁ% bk g\%fd¥f§5ﬁor%\’cﬁ improvements

the first dose interval 1Is unexpected

adAyiedgade wihgiiidgparding EPitia sgerreat spurd of e inwantion pRglefined in the
obhgssneadidiper ease in effective 25 pain relief of the
conmbi nation over the first pain interval, at reduced

I buprof en anobunts, offers pain managenent options for
users when treating intermttent pain wwth a single
dose adm ni stration. The enhanced effect reinforces
the results observed for the daily admnistration (4
times a day for maxi mum OTC admi ni stration) and shows
that, at the ratios of actives used in the treatnent
(i e between about 47.5:12.5 to about 50:15; 15
preferably about 50:15; paracetanol:ibuprofen), a
synergistic pain relief effect is occurring.
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VWhile in the foregoing description there has been nade
reference to specific conponents s or integers of the
i nvention havi ng known equi val ents then such
equi val ents are herein incorgorated as if

cUAlfisvi dual Iy set forth. Although this invention has

been descri bed by way of exanple only and with
reference to possible enbodinents thereof it is to be

_unde r,§ E&ﬂgm'én% pﬁg?ﬁlbgélﬁ%'él ﬁ?‘ip&ﬁ'ﬁh TH Ry ?rg?tme%t oft Pai mﬁéludmg

be made w t hout parting e scope or spirit

t he idhpehi?omade aé@*ﬂtl Wang puprden apd abmécﬂé img weabomtsSOO mg
CLAI M3radetaffioicombi nat i on phar maceuti cal conposition

for the treatnent of pain including about 125 ng to
about 150 ng i buprofen and about 475 ng to about 500

.y ﬁe%%ﬁu@%bm@osn%?a%@hﬁﬁ;élém\ FQ/H?@% fhk Q8o of

according to claim1l erein the ratio o

par@ééﬁ‘ca??@mei iburIptenfieabew S8ut 50: 15. 10 3. The

conbi nation conposition according to claim1l1 or 2
wherein the conposition includes 150 ng ibuprofen and

- 500 Thg cprEPEEDR ABMPOSitionTaecosding Ioridimoholcd wpersin therpomposition

acClided 158 bupREerPind 5@ plarédaténenhere' n the

I buprofen is present as a sal ester or conpl exed
formin an anount suitable to 15 deliver between

. abotrhe E8mbiAtb® capsiti chaﬁjlﬂ&&wr@fcﬁ% of 2lainl§'¢ to 3 wherem the

conbi nati on conposition according to any one of clalns

1 t Puprefpeisiraseti@s acsaipeet eraenpiexediferabinan ameunt suitable to
admyBjived 8EbeRSnbUP1 341G 18966 15844 rb'upﬁﬁ erft day. 20 6.

The conbi nati on conposi tion accordl% any one of

claimse 1 to5in the formof a tabletor capsule. 17

7. The cHﬁ%m%fnor"f‘Q@eroé}tY& é@:o?d?n%g)% oS0 TRhirREY 35 ALAHZRLin the

and about to about uprof en per dosage

uni pomﬁowh@\ 'ﬁft?# akie tube agminigiered @ﬁé‘ﬁ? upiy db%es four tlmes a day.
adm nistered in two unit doses four tinmes a day for
the_treatnment of pain. 5 8 The use according to claim

6. 7 wilée eprbingtion semnposiionagcatdinaivsny dnewd claires 1ite Samthetform of

a tabletor capsule.
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50:15. 9. The use according to clainv or 8 wherein the
i buprofen is present as a salt, ester or conpl exed
formin an anmount suitable to deliver between about
125 ng to 10 about 150 ng i byprofen. 10. The use

7.accordl @ dr @bé\ﬂyﬂg 'ﬁggol%fab‘éh%dmng ar%c@i%%o?and"é!%u? W5 %@QO about

ng i buprofen and arace I's used per unit
dos el 50189 ibpprofen ﬁ@r%aa@yn'ém thg @aa@ur‘a%ura &f Mgdicamest o be

Or CRPHHLRPed RaAKWH uhRBb&ds BUr @rﬁ@@é“dgy fdrigd HehtRRnfor pam
pharmaceutical conposition according to any one of

clains 1 to 6, the pack including instructions to a

8. UserTHeQuseaeBordiy th iR t7SwiMremaRS Mt PArd¥R I d!: h@urbroﬂan is about
times a day. 20 12. The pharnmaceutical pack according

to A%l 11 wherein the pack includes an even nunber
of tablets or capsules. 13. The pharmaceutical pack
according to claim 11 or 12 wherein the pack includes

9.at Thedise ascerdinodo slain? @apsyiesain thesibgprofen is present as a salt, ester

pharﬁ%@%téx@@'forﬁﬂﬁ'%ﬁsdrﬁdm stifbld Qedeﬁl(/@r%eﬂﬁégn SoRdbHmg to
t he CorTEOSItI on including paracetanol and i buprofen
¥

i n 2PeYhEIYMeiPUPsPRY- ef fective ratio range of between
substantially 47.5:12.5 to substantially 50:15, the

conposition formed in discrete _dosage units whereby
10t he ThaKISRRCEPrdBI9e0 Gy RBF &F elainta bréantbd agtereini1eq mg ibuprofen and

del isp@sg §Qra§ytaﬁ¢oa@tusehlp>ér 2RPa0 ny i buprofen and
subst ant| ally 950-1,000 ng paracetanol. 15. A

phar maceut i cal con‘posn tion according to claim1l4,

11pr e%ﬂ‘iaﬁﬁ"naﬁé&tr&al peckTitGbdif Bables of &ﬁ)sﬁfeg e&échttgﬁét & d&pSiile

shoul d at each dosing event take the nunber of dosage
uni tiRe U%f&wgamﬂqeah@é pwe?smcrrea%mmtw 3y s clstineh 1 1o 6, the

and p%@@rn%kﬁ% iFBrRBSAC R AIR to BiRke Mo tas or capsules no more than
phar maceuti cal conposition according to claim14 or 15

wherdimes dda¥.atio is 50:15. i P 18

12. The pharmaceutical pack according to claim 11 wherein the pack includes an

even number of tablets or capsules.

13. The pharmaceutical pack according to claim 11 or 12 wherein the pack includes at

least 8 tablets or capsules.

14. A pharmaceutical composition for the treatment of pain, the composition including
paracetamol and ibuprofen in a synergistically effective ratio range of between
substantially 47.5:12.5 to substantially 50:15, the composition formed in discrete
dosage units whereby the taking of one or more complete dosage units delivers

substantially 250-300 mg ibuprofen and substantially 950-1,000 mg paracetamol.

15. A pharmaceutical composition according to claim 14, presented with instructions to
the effect that a user should at each dosing event take the number of dosage units

necessary to deliver the 250-300 mg ibuprofen and 950-1,000 mg paracetamol.

16. The pharmaceutical composition according to claim 14 or 15 wherein the ratio is
50:15.
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17. The pharmaceutical conposition according to claim
14, 15 or 16 wherein the conposition includes a salt,
ester or conpl exed formof ibuprofen in an anount
sufficient to deliver ibuprofign to the user within the
stated ratio range or at the 5 stated ratio. 18. The
harmaceuti cal conposition according to an*ione of

cl ai e q@rmacqtfﬂcaw?mwon @a@qfd@ségg@mﬁm er ¥ whaspigtthe
Or CRRMHsRion HIkRs alHR. Bdiar s %%Ié&@'for‘?@ﬂﬂ@éérbfe‘mn an amount

according to any one of clains wherein he
conpuéiciang ip qi%lvaumfﬁfhtpém dearovithinolie staterbentia repgp or at the
20 ot astpaceut i cal conbi nati on conposition suitable
for the treatment of pain, the conposition including
par acet anol and i buprofen in a synergistically
18ef f Wb&\%r&é&é&ncal]&n{ QSn %Ecc?@h@@@ﬁn@@:%%f Adinm:1%%097, wherein
to about 50: 15. P armaceut i cal conposition
accsagh 9gsaes ‘éﬂ”a'PthUe QEPeYIA- par acet anol and
i buprofen are substantially the only active
i ngredients. 20 22. A pharmaceutical conposition
19acc ot n'i@rmacwﬁ?lrﬁomoaﬂoa BCCRIHBE &P ANY ARe phaiaigisdid to 18 wherein

par Qﬁ@bgﬂ?&&ﬁ&w i o HYAifBtratonFBurltme LB daf

phar mac i cal conposition according to claim?20, 21
or 22, wherein the conposition includes a salt, ester

200" GOpRdraseduticar éﬁrﬁtﬁlnét%m&rf&féltnbﬂ sBfaERY e tr@a’iment of pain, the
sufficient to deliver ibuprofen to the user within the

st atteaPPaHiPR iNchidfg Rﬁ*a‘ﬁtamﬁ'ea”d@lﬁf@@”r"&ﬁ|Sr¥”er9k§t'05#ly effective ratio

PhangRELHthdberBROT I5 s LAY H5095t 0 any one of
claims 20 to 23, wherein the conposition is a tablet

or capsule. 30 25. A pharnaceutical conposition
21accqy &hé?&a&@ut%Vcd?ﬁ‘ﬁos@fon%c@br@ﬁugztg i 28, SHbARPp&at&amol and

be adm nistered four tines a
ibuprofen are substantially the only actlve mgredlents

22. A pharmaceutical composition according to claim 20 or 21, wherein the ratio of

paracetamol to ibuprofen is 50:15.

23. A pharmaceutical composition according to claim 20, 21 or 22, wherein the
composition includes a salt, ester or complexed form of ibuprofen in an amount
sufficient to deliver ibuprofen to the user within the stated ratio range or at the

stated ratio.

24. A pharmaceutical composition according to any one of claims 20 to 23, wherein

the composition is a tablet or capsule.

25. A pharmaceutical composition according to any one of claims 20 to 24 suitable to

be administered four times a day.



