WO 2012/ 060719PCT/ NZ2011/ 000226 1 TI TLE A Conbi nati on Conposition 5FI ELD OF
| NVENTI ON This invention relates to a conbi nati on conposition conprising
par acet armuD 2ardedtiapr of en. A particul arly preferred enbedrmemoliehorbie
invention relates to a conbination cotrposition containing these active
ingredients for use in relieving pain and/or inflammuation. 10 BACKGROUND
Conbi nati ons of paracetanol and ibuprofen are known, for exanple as
relatively | ow dose tablets having 150 ng i buprofen and 500 ng paracet anol .
However theiggis a need for a nedication, particularly one which can be
adm ni stered I ntravenously in a 15hospital environment. It is an object of
an enbodi nérfeorpffinatine Cemesein i nvention to go at | east some way towards
facilitating this. DEFIN TIONS References in this specification to an adult
mean a perﬁron wei ﬁhi ng}sﬁo kg or nore. 20 References in this specification
to a chl d FHERPFANYRNT wei ghing | ess than 50 kg. Wile ibuprofen and

par acet anolThar igveles irdiatealtd ¥ Eforiatied cbpdsiioh ompBRRE bhrla6adrhenandsui t abl e
ot her pharn ceiti cal lé ﬁcg?e{gt able forms of E)kggsg t wo actiY S ﬁ]e sal ts,
etc) 25 rra;ﬁl‘gfo%"be.pu a4c BEETef : YRS b %eNe iyeaieBqd s Ik %cl ai ns by
r ef er ences combinht@naotmpustonpentagng tesehactiecngredigits foa e mt reliexthy waine d
accordi ngl ¥, 4E0h lle, when a salt formis used, sufficient quantity may
be incl ude ?o neet e desired anmount of the conpound per se (eg, 513 ngy
i bupr oflén |ysinate, or 553 ng ibuprofen arginine salt, corresponds wth 300
mg i bupr of glekckBYSe fOr exanple, a reference to 30300 ng i buprofen may be
construed as sufficient to enbrace the therapeutically equival ent anount of
i bupr of en [GpgIbHateNsEf PaBERIRBel@Rd dugiofanrase knownTos examni axBiRYresiowg” and
derivati vesiotdi@bRfhavifg 156 RIgRbUpFRS and $00aR¢ pEankts € Howélek Hefd is@N tO a
conbi nati on o% featureﬁ shor:lleﬂ Pot be t aken tg ex&l!%g.e t he Possi bility of
35t he combi"figt [°6A MRPRY- PRTCHRY %ﬁé‘%& ISP &g fagsifregntravenously in a

15  hospital environment. It is an object of an embodiment of the present invention to go

at least some way towards facilitating this.

DEFINITIONS
References in this specification to an adult mean a person weighing 50 kg or more.
20

References in this specification to a child mean a person weighing less than 50 kg.

While ibuprofen and paracetamol are specifically referred to in this specification,
suitable other pharmaceutically acceptable forms of these two actives (eg salts, etc)
25 may also be used and are intended to be embraced in the claims by references to
the actives per se, with the weight amounts adjusted accordingly. For example,
when a salt form is used, sufficient quantity may be included to meet the desired
amount of the compound per se (eg, 513 mg ibuprofen lysinate, or 553 mg ibuprofen
arginine salt, corresponds with 300 mg ibuprofen). Thus, for example, a reference to
30 300 mg ibuprofen may be construed as sufficient to embrace the therapeutically

equivalent amount of ibuprofen lysinate or ibuprofen arginine.

The term “comprising” and derivatives thereof, eg “comprises”, if and when used in
relation to a combination of features should not be taken to exclude the possibility of

35 the combination having further unspecified features.



WO 2012/ 060719PCT/ NZ2011/ 000226 2 SUMVARY OF | NVENTION  According to one
aspect of the invention there is provided an intravenous conposition for
provi di ngvoebi2afcofior pai n and/ or inflanmation, the conp®sTiNZa 1lvasizeg

5i buprof en and paracetanol in conbinaRion for delivering to a human at each
dose: a) approximately 125ng to approximately 175ng i buprofen in
conbination with approximately 475ng to approximately 525 ng paracet anol ;

or b) approximately 275ng to approxi mately 325ng i buprofen in conbination

Wi th appr ogymMaRYorINEREIANC approxi mately 1,025 ng paracetanol. 10
Preferably the conposition is for dosing on approximately a 6 hourly basis.

Pr ef er abl y ACR¥diedni9o8ne i asRee ofipthes ddvention there is prpvidgsh @ox intratesieys 150ny

i bupr of en lcamgmnnatpr&ndm téneﬁ@pdsém;ﬁ@@rahﬂénﬁwﬂg thé RahpssRibAMBiag O b)

tel bupr of ly 1,000
Dt acot Ao CUPETE R By Sl B SABBERPGR LArRS [N A PSR ut on. 20 A

further aspecd Qépr&matbwwqahbq@asﬁamht%eya%h@ iftfFoed irP@hRkalidRkn and
i buprofen in the manuf act ur e of i ntravenous nedi carrent for treating pain

and/ or |anamm?ﬁ’%?f‘"’f‘?feé{4ﬁ§fﬁﬁﬁ°\ﬂ%?’8mﬁte{yﬁ35m§’oﬁ%%ﬁ?% :Cbnpri ses, on a per
d b t t. t
i gﬁgro?zlnsl n t@oa rox' ?tg%( ﬁg'ﬁ)‘ﬁ ‘)é(lé‘gﬁﬁ%éﬁehé@% 'ﬁ%@gmx' E'E) eh% eI y 525 ng

par acet anol ; oramroapﬁebﬂmtagdbypm%ﬁmgtdyd Gdpnoparasetahg). 325nmg i buprofen in

conbi ngbi on with approximtely 975ng to approxinmately 1,025 ng paracetanol .
Preferably the conposition is for dosing on approximtely a 6 hourly basis

30 Pref er alprtetabl§ teQibRPSbitidrO8 o7 ARG %%pr&dmﬁ@l?%%oﬂ'ﬂﬁ&isﬁ 150ng i bupr of en
in conbination wth approxi mately 500ng paracet anol

2012/ 060719PCT/ NZ2011/ 000226 3 b) approxi mately 300ng i buprofen in
conbi nat i Orﬂ’ré’”ellagly%%pgo%logpén canpnsOOO ng paracet anol .

a) approximately 150mg ibuprofen in combination with approximately 500mg

15 paracetamol; or

b) approximately 300mg ibuprofen in combination with approximately 1,000 mg
paracetamol.

Preferably the composition is in the form of a solution.
20

A further aspect of the invention comprises the use of paracetamol and ibuprofen in
the manufacture of an intravenous medicament for treating pain and/or inflammation

in a human wherein the medicament comprises, on a per dose basis:
a) approximately 125mg to approximately 175mg ibuprofen in combination with

25 approximately 475mg to approximately 525 mg paracetamol; or

b} approximately 275mg to approximately 325mg ibuprofen in combination with

approximately 975mg to approximately 1,025 mg paracetamol.

Preferably the composition is for dosing on approximately a 6 hourly basis
30
Preferably the composition comprises:

a) approximately 150mg ibuprofen in combination with approximately 500mQ

paracetamol; or



Preferably the,conmposition is in the formof a solution. 5 A further aspect
of the invention conprises a nethod of treating pain and/or inflammtion by
adm ni st ewpneg1¥woA9human, intravenously, a nedi canent c@®CPMNZ2INY02AS

approxi mately 125ng to approxi mately B75ng i buprofen in conbination with
approximately 475ng to approxi mately 525 ng par acetanol; or 10b)

approxi mately rofen in co ation with
appr oxi mat el ybgfg’ﬁg X'mate(fl Q(Sooxq 'na‘frgjfex '”_LC @  3RREPURD 'yn&(}@f’@? ably the
conposition is enarﬁCﬁiamOér ed on a 6 hourly baS| s. 15Preferably

t he' conposition conprises: a) approximtely 150ng i buprofen in conbination
w th approximately 500ng paracetanol; or b) approximately 300ng i buprofen

in conbi natmr@féraul;;thea&ﬁ;sdambmtue{méfaerQ(a sBRtiRar acet amol . 20 Preferably the
conposition is in the formof a solution. DETAILED DESCRIPTION In a

preferred embodi nent of the invention an intravenous solution is provided

for 25 use in paLn_or nf amat i on atlents The
sol ution |sAgu'Iﬂ{e(?6%S ofn%ma Y%]é{ 8’“8%%?&%?%0‘{]8@?6 9nPaiR A0t ool and
suitabl e ex‘Oﬂ%meﬂlOQ bagdwnISIerlb@toI@wtmmnt mtra\tmetalmmdmamema:bmpmg s in the
art of forrrulg in £10US medi ci e exc |ent dﬂ‘% i ncl ude
sui tabl e anti oki°8 rﬁf('?a @H tIoaﬁpBrroé' r"]grf rht”scqr'g’ o ¥ty agents
and purified vvataeprOXIB@teIWnglizldDﬁ:MmrQWZHZ@dalédéwG)r4 | ngr edi ent

Exanpl e 1 mg/ 100nl vial Exanple 2 nmg/ 100ni vial |buprofen 150
b) approximately 275mg to approximately 325mg ibuprofen in combination with

approximately 975mg to approximately 1,025 mg paracetamol.
Preferably the composition is administered on a 6 hourly basis.

15 Preferably the'composition comprises:

a) approximately 150mg ibuprofen in combination with approximately 500mg
paracetamol; or

b) approximately 300mg ibuprofen in combination with approximately 1,000 mg

paracetamol.

20

Preferably the compasition is in the form of a solution.

DETAILED DESCRIPTION
In a preferred embodiment of the invention an intravenous solution is provided for
25  usein treating pain or inflammation in human patients. The solution is a combination
medication cdmprising ibuprofen, paracetamol and suitable excipients as will be
known to those with ordinary skills in the art of formulating intravenous medicines.
The excipients may include suitable antioxidants, pH modulators, buffering agents
isotonicity agents and purified water.
30
The following examples illustrate preferred embodiments of the invention in the form

of intravenous infusion solutions.



300 Paracetanol 500 1,000 For each of the above exanples the two active
ingredients are mxed with suitable standard excipients to give the vial

vol unmes iwoi2oeresa7iabove. 5The i nfusion sol utions are foPCuaNZ208r090%026 a
patient as a full dose, for exanple irf each case the patient receives the
conplete vial contents as a 15 mnute infusion every 6 hours. Exanple 1 is
a child s dose and Exanple2-+s-an adult—doese-—+n-the- ﬁase of very young or
smal | children only |pégredient t he vij@Exampri £nt SE@Imgixanplie 1 may be dosed on
a body wei ght basis,. coonmensurate with instructions framthe prescribing
10physi ci an. Paracetanol at 4, 000 |nmy/ pemni 24l hegriopervi2dd, taken in 4 doses
of 1,000 ng every 6 hours, has |ong been conkidered sufificient for
relieving | ow | evel P) but for 7 patient§x§uffer|rg significant pain,
for exanple in sone pog operatlve Situations; 1t is 15 not sufficient.
However it is generalty not—advisabteto—dosgparacetanol at nore than
1,000 ng per dose or Patacetemel t han 40000 ng pet, 0@ hour period, because to
do so can lead to undesirable side effects. |t is kno to treat severe
pain with i buprofen in doses of 800 ng every 8 hours. 20 However, doses as

hi gh as 800-dga60pr heaHoveled %%'tﬁ%PNo ac?l/(?ﬁtlg?enLe% e ré?dv%%ttagﬂlat?leadverse
cardio renal conditions, rena |c risks"an

gast r oi nt est@nard %P’é@ﬂisr‘i‘gg'vﬁ@émﬁ' yRjurpesdndipaterhabow¢. i bupr of en at each dosi ng
event may reduce the risk of side effects but at the same tine may provide

subst antj al ess in relief, 25Surprisingl an intravenous nedicine
conpr i S|§ng +1%dan'd°'b$° WieB° Mg RISy Ié’rfj)p?i'leﬁtsa 5%@" Ageofor $X3eRie ipapr acet anol |
respect i velopse fherpationd reveary tr@ dooiplese vualrctbmedtesasadfﬂwnatn@ ifradioh sy €f for SOfTE
patients t Kk res ively, 400 r 800
every 8 honrﬁ)grs E :ﬂné?é l’ﬂt?srg\/lcﬁﬁ '],%SQBM)E;% Eé%es Uc? Ettdﬁ?'i:\e indie 63 8 Phdesi rabI e
si de ef f ectVe™ YPL@érPé Sﬁ@ﬂ'lcéﬂﬁfgn lonly ptar‘teoféM giet tantenes of Bfamte 130agedé cat i on for
such pati enjoged §n B®bdy REBAOBHsBEEbRHEN LR W% Pt%ﬁﬁfﬁ BLrrd¥h tHefreschiR)

2012/ 06 719PCT/N22011/00 226 5 paracetanol. This iIs unexpected because for
many pat) ef¥Sig/E woul d not predict the presence of paracetanol to assi st
to any S|gn|f|cant degree. The conbination is counterlntU|t|ve because, for
exanple, 4 i for ief o enera seen as an 8

hour | y nedﬁ%g%%tngwgﬁﬁB Bﬁeh%fk%téfétﬁ ”"Eiaaﬁﬁr §5€ﬂ@5%ga 6 5
hourly nedﬂ@ﬂﬁ%h@sbﬁm@eﬁbﬁmawedﬂsmgbenegruﬁmmmibwl@héamnamthvemnmgredlents
are out of p%h&ﬂs %ffehné)ﬁ nifBAE 1 1for'e§a|ﬁf)lngger¥e ka{‘c?s't ﬁlbjlesratg Qﬂlligtlo%{s @@fd thus to

t he nor Ih% esi an the not ‘the present
i nvent i éS%fB%?P aé"oéf‘@t"f’ab!segelﬂéta”h”@fo?ﬁyisﬁ%!ﬁ|t@ﬁ°$ﬁea¢ré‘éﬁt@fmt at TS m | ar

consi der at itoarst,6qphy perddsBer stascre @fan UidbomEy prPRMRLER Mol beEARXBItH@S | ON Wi t h
500

so can lead to undesirable side effects.

It is known to‘ treat severe pain with ibuprofen in doses of 800 mg every 8 hours.
20 However. doses as high as 800 mg can lead to undesirable side effects, for example
adverse cardio renal conditions, renal problems, thrombotic risks and gastrointestinal
bleeding. Reducing the amount of ibuprofen at each dosing event may reduce the

risk of side effects but at the same time may provide substantially less pain relief.

25 Surprisingly, an intravenous medicine comprising 150 mg or 300 mg ibuprofen, plus
500 mg or 1,000 mg paracetamol, respectively, for use every 6 hours, provides
adequate pain relief for some patients that would otherwise need to take,
respectively, 400mg or 800 mg every 8 hours. The lower dose of ibuprofen reduces
the risk of undesirable side effects in some patients but the effectiveness of the

30 medication for such patients is not compromised due to the presence of the



ng paracetanol, for treating children suffering frompain. In this regard,
surprisingly, sonme children,that would normally be given 200 ng i buprofen
for pai n wanoteegitven, as an alternative, 150 ny i buprofPem/Nmo@m2nat i on
wi th 500 ng paracetanol. 15Adm ni sterisng an i ntravenous conbi nation
solution conprising 300 ng i buprofen plus 1,000 ng paracetanol to an adult,
or an intravenous conbi nation solution conprising 150 ng i buprofen plus 500
ng par acet AFACCEh ERP Iunegpecss BRTgeTenl§" B3y Batiepigrong sl ot &tRsicy 6 hour s,
provi des a thélpfRkérdent phavahmoiito padist t6 ahyj @fniapnrRd. tThe admbiRhtehes i Ng t he

d | Ly, .f le b f atablet. The 20 int
adni ni st at CHRCTBHHNEAEFHE [Re e, 2R Bupdehof e P RgonPalt s some
patients reecevesam§ hburymedicagiectlangt 08@thg esicetdinel is geneealle bernsas a 6
adm ni St atHoﬂﬁ* %Xicgrﬂéntexﬁgmr?grﬂ?edggx%e\é%m%gs 'f&!tﬁ&rela%ﬁve(r)]i'tﬁgﬂggifall@'a?@' Exanpl e

3, 25In a particular enbodi ner e I nvention an I venous sol ution
may be prepit 86stBy Wih enagnether. feof hevilyngraets Rasrly. ragedoliselattee aeradkci pi ent s:

ACTI VE | NGRIREdFRSs i MR oBRIN st €4tah® hoskd A thlplebaR iRbRdnabdisbdmgs 553 ny
EXCl Pl ENTS AMOUNT Reduced ogl ut at hi one (as antioxidant) 20 ng Sodi um

hydr oxi de SH#RAIPHRAPBPTAICHESS'BU & pH nmodul ator) sufficient to give a pH
of 5-6 Sodiumcitrate (as a buffering agent) 10 ng WO

2012/ 061‘?)7195‘?%[4'}%&9&&&%993&% iﬁ the case of 150 mg ibuprofen, in combination with 500
mg paracetamol, for treating children suffering from pain. In this regard, surprisingly,
some children that would normally be given 200 mg ibuprofen for pain can be given,

as an alternative, 150 mg ibuprofen in combination with 500 mg paracetamol.

15  Administering an intravenous combination solution corhprising 300 mg ibuprofen plus
1,000 mg paracetamol to an adult, or an intravenous combination solution comprising
150 mg ibuprofen plus 500 mg paracetamol to a child, on an ongoing basis, for
example every 6 hours, provides a surprising level of pain relief compared to
administering the same doses orally, for example by way of a tablet. The
20  intravenous administration reduces the need for rescue pain relief in at least some
patients recovering from surgical procedures. The intravenous administration may

for example be by way of injection or infusion.

Example 3
25 In a particular embodiment of the invention an intravenous solution may be prepared

by mixing the following active ingredients and excipients:

ACTIVE INGREDIENTS AMOUNT
Paracetamol 1000 mg
ibuprofen arginine 553 mg
EXCIPIENTS AMOUNT

Reduced glutathione (as antioxidant) | 20 mg

Sodium hydroxide or hydrochloric sufficient to give a pH of 5-6
acid (as a pH modulator)

Sodium citrate (as a buffering agent) | 10 mg




Sodi um chloride (as an isotonicity agent) sufficient to inpart
Sufficient to bring the conposition to 100 n

Purified water

I sotonicity
The sol ution

is for adwOnroetesetiPon to an adult as a single intravenoR€TaZ2e1180eR26 urt her

equi val ent doses may be repeated every 6 hours if need be,

conmensur at e

with instructions fromthe prescribing physician. Exanple 4 In a further

enbodi nent of the—gnvenLLgmamanLaALe.
m xi ng the foll owod
9P€"500 ng | buprofen arginine 276.5 ng EXCl Pl ENTS AMOUNT

AMOUNT Par acet an

ous solution may

e prepared by

alteride @s iam gotetiditent s

safficieneodngartéatositity

ACTI VE | NGREDI ENTS

Reduced gl ut at hi

acid (as a pH nu
a buffering ager

Pl agednt i oxi dant) 10
dul ator) sufficient to

SUBicieR tl giRg Ay dr oxI

de or hydrochloric
odiumcitrate (as

@oMosBoribl 1@ mi5- 6 3

t) 5 mg Sodiumchtoride (as an—+sotontei

t'y agent)

The solution is for administration to an adult as a single intravenous dose and further

equivalent doses may be repeated every 6 hours if need be, commensurate with

instructions from the prescribing physician.

5
Example 4
In a further embodiment of the invention an intravenous solution may be prepared by
mixing the following active ingredients and excipients:
ACTIVE INGREDIENTS AMOUNT
Paracetamol 500 mg
Ibuprofen arginine 276.5
mg
EXCIPIENTS AMOUNT
Reduced glutathione (as antioxidant) | 10 mg
Sodium hydroxide or hydrochloric sufficient to give a pH of 5-6
acid (as a pH modulator)
Sodium citrate (as a buffering agent) | 5 mg
Sodium chloride (as an isotonicity sufficient to impart isotonicity
agent)
Purified water Sufficient to bring the
composition to 100 mi
10
The solution is for administration to a child as a single intravenous dose and further
equivalent doses may be repeated every 6 hours if need be, commensurate with
instructions from the prescribing physician.
15

While some preferred forms of the invention have been described by way of example

it should be appreciated that modifications and improvements can occur without

departing from the scope of the following claims.

20



sufficient to inpart isotonicity Purified water Sufficient to bring the
conposition to 100 mM The solution is for admnistration to a child as a
si ngl e | woavemwoaIdose and further equival ent doses mapChaNZeep@aetxd every
6 hours if need be, commensurate with 4 nstructions fromthe prescribing
physi cian. 15While sonme preferred forns of the invention have been

descri bed béL)é@% of exanple it should be appreciated that nodifications and
i npr ovenent occur without departing fromthe scope of the foll ow ng
clainms. WD 2012/ 060719PCT/ Nz2011/ 000226 7 CLAIMS 1. An intravenous
conposi tion, fQr i Cli 4 ef pai n.. - Lnfl ammat i on he
coggosi ti onm'hgbi'rﬁgg%{ og%)?g?]é%ltg’ﬁcjoi’ga}?\g@gé gerlrlogflqg{ ﬁé"r(‘:g?%lorﬁgﬁa aq'f)%rt}"%el ivering
to a Shuman aforergsiionHavng Ryrrafepraosiratcetpyollip Sambinaioafprdeivenag &l § 175ny

i buprofen i n @A friakkwgosei th approxi mately 475nmg to approxi mately 525 ng
paracetanol ; or b) approximately 275ng to approxi mately 325ng i buprofen in

conbi nati on wAl lereepmesentiSeigytogipEgintatela pisnmexibambieh jn dnfiGtiogwitar acet anol .
10 2. A conposi tahpixirGfh Hishg fo%phloRniRtely 5550h 985&%&?,%£approx' mately a 6

hourly basis. 3. A conposition according to claim1l or 2, conprising:

a) approxi nmat Bj YappRRitelyd2iBhef 18 MhpbidxiaiEl BEsnigBupMbh irPddpihetisRieh Y S00mg
15par acet anol ; or b)(. ap r%| matel?g 3.00% L%ofen in conbination with
approxi mat el y 1,286/6*'H§ e@a B8 QifpProxipate 4 PeEeRte¥cording to claim 1,
2 or 3,10n the formof a solution. 20 5. The use of paracetanol and

i buprofen in the manufacture of an intravenous nedi canent for treating pain
and/ or i nf |ZanfrePMpesition agcaidingie dder!efondesing areppwaimatdly £6hprrydess. on a per
dose basi s: a) approximately 125ng to approximately 175ngy

i buprofen in conmbination with 25approxi mately 475ng to approxi mately 525 ny
par acet anol3. Alcomposiippaeedriihg &l Jaid AIY, dompakiRg:0Xi mat el y 325ng i buprofen in

conbi nati on V\'fa)t gp&%}%r‘h%é‘yn%oenllg}/ ib%gr%%% IInOco%%PnragéA rJv%F] ealpgro%i’m%tze‘lr)y ggonﬁ)gar acetanol .
15 paracetamol; or

b) approximately 300mg ibuprofen in combination with approximately 1,000 mg
paracetamol.

4. A composition according to claim 1, 2 or 3, in the form of a solution.
20

5. The use of paracetamol and ibuprofen in the manufacture of an intravenous
medicament for treating pain and/or inflammation in a human wherein the
medicament comprises, on a per dose basis:

a) approximately 125mg to approximately 175mg ibuprofen in combination with

25 approximately 475mg to approximately 525 mg paracetamol; or

b) approximately 275mg to approximately 325mg ibuprofen in combination with

approximately 975mg to approximately 1,025 mg paracetamol.

6. A use according to claim 5, wherein the composition is for dosing on
30 approximately a 6 hourly basis

7. A use according to claim 5 or 6, whereion the composition comprises:
a) approximately 150mg ibuprofen in combination with approximately 500mg
paracetamol; or



6. A use according to claim5, wherein the conposition is for dosing on
30approximately a 6 hourly basis 7. A use according to claim5 or 6,
wher ei on wbeordwspusgi ti on conpri ses: a) approxi nmately 15@cg/Nz2oyarooé2s i n
conbi nation wi th approxi mately 500ng paracetanol; or WO

2012/ 060719PCT/ NZ2011/ 000226 8 b) approxi mately 300ng i buprofen in

conbi nati on wth approxi ely 1,000. aracetanol . 8. A use
accor di ng towh) §P?ﬁ8§fna%1yg$oto7‘,9¥9w‘§?f§? i '”@g?ﬁ)‘(@? eprsrimaely 1.9 or m of a
5sol ution. 9. Apsmtétedolof treating pain and/or inflanmmation by

adm nistering to a human, intravenously, a nedicanment conprising:
a) approximately 125ng to approximately 175ng i buprofen in conbination with

10appr oxi ey, eh Yisd GotBiib tPRRFOX T8 £l WherRAP tHEtLoRBEAR! 8 FPlhe 0 B)a _
approximately 275nmg to approxi mately 325ng i buprofen in conbination with

appr oxi mat el yS®48Ay to approxi mately 1,025 ng paracet anol . 10. A
nmet hod according to claim9, wherein the conposition is admnistered on a 6
15hourly basis. 11. ‘A nethod according to claim9 or 10, wherein the
conposi ti orf.cAnpethak st tregting ppairo andfert ieflamri&t@ngbyi bdmpiniefeang ity acamiznnat i on wi t h
appr oxi mat el y; ; .200h) approxi mately 300ng i buprofen in
conbi nati on vﬁn?%gggugﬂ)gr%gé?ﬁnegcgﬁghtfo%%g% paracetanol. 25

a) approximately 125mg to approximately 175mg ibuprofen in combination with

10 approximately 475mg to approximately 525 mg paracetamol; or

b) approximately 275mg to approximately 325mg ibuprofen in combination with

approximately 975mg to approximately 1,025 mg paracetamol.

10. A method according to claim 9, wherein the composition is administered on a 6

15 hourly basis.

11. A method according to claim 9 or 10, wherein the composition comprises:
a) approximately 150mg ibuprofen in combination with approximately 500mg

paracetamol; or

20 b) approximately 300mg ibuprofen in combination with approximately 1,000 mg

paracetamol.

25



