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-l - ANTI SEPTI C COVPCSI TI ON CONTAI NI NG A QUATERNARY AMMONI UM COMPOUND A
CHELATI NG AGENT AND A POLYOL 5 The invention relates to antiseptic
eonposi tions, and in particular to ready to use antiseptic

conposi ti ons. wo 9724927 Many conpounds suitable for killinge@cisshsdsrti ng
10 the growth of m croorganisns are known. Conpositions cont ai ni ng
such conpounds and suitable for application to the human, or animal,
body are generally referred to as antl-septi cs. 15
Traditionally, antiseptic conpositions have .been produced, and
provided to the public, in concentrated - formto be diluted at the
time of use. This has a nunber of drawbacks, including the

unavail ability of wat er when antisepsis is required, unclean or

20 contam nated water used for dilution, or inaccurate di lution by

t he user. ANTISEPTIC COMPOSITION CONTAINING A QUATERNARY AMMONIUM COMPOUND A CHELATING
AGENT AND A POLYOL

5 The invention relates to antiseptic compositions,
and in particular to ready to use antiseptic

compositions.

Many compounds suitable for killing or inhibiting
10 the growth of microorganisms are known. Compositions
containing such compounds and suitable for application
to the human, or animal, body are generally referred

to as antiseptics.

15 Traditionally, antiseptic compositions have been
produced, and provided to the public, in concentrated
form to be diluted at the time of use. This has a
number of drawbacks, including the unavailability of
water when antisepsis is required, unclean or

20 contaminated water used for dilution, or inaccurate

dilution by the user.

To overcome the above problems the trend has been to
produce dilute (or ready to use) antiseptics.
25
Many of the recent ready-to—ﬁse antiseptics are
fairly complex, comprising mixtures of antimicrobial
compounds, surfactants, solvents etc. However, wmany
of these extra ingredients may be irritating to the

30 skin (eg. alcohols or surfactants) or may interfere



To overcone the above problens the trend has been to produce dilute

(or ready to use) antiseptics. 25 Many of the recent
ready-to-use antiseptics are fairly conpl ex, ‘conprising m xtures of
anti m crobi al conpounds, surfactants, solvents etc. However, nmany

of these ex | edients may be irritating to the 30 |

al cohol s or%‘ﬁ?‘}{%g{"ant Ss) or may interfere WO 97/ 22%3667&037

PCT/ GB96/ Q3037 - 2- with the
antiseptic activity of the active agents (eg surfactants).

We have now found that an effective ready to use 5 antiseptic .
conposition may be produced by the conbi nation of a relatively

smal | nunber of  with thBOARELS&PSic activity of ACRET SétiDyd Qddift d Ngnti on,
there is therefore _
surfactants).

We have now found that an effective ready to use
§ antiseptic composition may be produced by the
combination of a relatively small number of

~ ingredients.

According to the invention, there is therefore
10 provided an agueous, topical, ready to use, antiseptic

composition comprising

a) 0.05 to 1% w/v of a biocidal compound of formula I

R2
el 2]
(CHz)n“""—R4 X

R3

20 wherein

each R' is independently selected from hydrogen, a C,,
alkyl group, a C,., alkoxy group, a halogen or a hydroxy

group;
25
n is 0 to 3;
R?’ and R® are independently selected from C,., alkyl
groups;
30

R' is a Cq,, alkyl chain (or a mixture thereof), and



| 0 provided an aqueous, topical, ready to use, antiseptic

eonposi tion conpri sing a) 0.05 to 1% w v of
formul a | 15
‘each Rl err] is independently sel ected from hydrogen,

group, a ( ernyd oRtdeXy group, a hal ogen or a hydroxy

a bi oci dal conpound of

[err] 20 wherein

a Cerr] ' al kyl
PCR/GIUR03037 25

nis 0to 3 ) R2 and R3are independently selected from{err] alkyl
gr oups; 30 Rlerr] is a (Jerr] alkyl3chain (or a m xture thereof),
and ’ : 3=

- X is an anion;

b) 0.005 to 0.2% w/v of a chelating agent, and

c) 1 to 5% w/v of a polyhydric alcchol;

the composition further comprising substantially no

monohydric alcohols.

10

The monohydric alcohols to be excluded from the

compositions of the invention include ethariol and

methanol.

15 Preferably in the compounds of formula I R' is

hydrogen, n is 1 or 2 (most preferably 1), R?and R’

are each methyl, R'is an alkyl chain of C,.,; length {(or

a mixture thereof) and X is a halogen.

20 Most preferably, the compound of formula I is a

mixture of alkyldimethylbenzyl ammonium chlorides

(commercially available as "benzalkonium chloride").

Preferably in the compositions'of the invention the

25 concentration of the compound of formula I is from 0.1

to 0.5 % w/v, more preferably 0.15 to 0.3% w/v.

Preferably the chelating agents are selected from

ethylenediamine tetraacetic acid (EDTA) or a

30 derivative or a salt thereof, or ethylene glycol bis
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= 3- X is an anion; b) 0.005 to 0.2% w v of a chelating
agent, and 5 c) 1to 5%wv of a polyhydric al cohol;

the conposition further conprising substantially no nmonohydri c

al cohol s. W&%’ﬁ‘ﬂ’é’ _ The nonohydric al cohols to be eXCE’Fﬂﬁ:%{I&%? t hiS

conpositions 0 I nvention include ethanol and nmethanol .
Preferably in the conpounds of forrmula | Rerr] is hydrogen, n is 1
or 2 (nost preferably 1), R err] and R err]-4- are each nmethyl, Rlerr]
is an al kyl chain of Cferr] length (or a mxture thereof) and X.is a
hal ogen. 20 Most preferably, the conmpound of fornula | is a

m xture of al kyl di mathykReng *l LUy} @i dgs - ially
avai |l abl e as "benza konhun1c% o??%ﬁg%tj e ?%¥%?é%€§yﬁﬁ£ﬁ e
conposi tions of thdEGRMA¢nbroa déeivahive anceaailtathereof.t he conpound of
formula | is fromO.1 to 0.5 %wv, nore preferably 0.15 to 0.3% w v.
More preferably the chelating agent is EDTA or a
5 sodium or potassium salt thereof, or EGTA or a sodium
or potassium salt thereof; most preferably it is a

sodium salt of EDTA.

Preferably in the compositions of the invention the
10 concentration of the chelating agent is from 0.005 to
0.1% w/v, more preferably 0.01 to 0.05% w/v (expressed

as the free acid where appropriate)

Preferably the polyhydric alcohol is selected from
15 polyethylene glycols of average molecular weight 200
.to 1000 (particularly 200 to 600), propylene glycol,
ethylene glycol or mixtures thereof. Most preferably

the polyhydric alcohol is propylene glycol.

20 Preferably the amount of polyhydric alcohol in a
composition of the invention is from 2 to 4% w/v, more

preferably 2 to 3% w/v.

By topical, ready to use, antiseptic compositions it
25  is meant that the compositions of the invention are
suitable (and are intended) to be used directly on the

- skin of humans or animals without further dilution.

30



Preferably the chel ating agents are selected from et hyl enedi am ne
tetraacetic acid (EDTA) or a 30 derivative or a salt thereof, or

et hytene glycol bis WO 97/ 24927

‘PCT/ G896/ 03037 -4-

[err]-am noetiypdomlsder] -N. NN, N -tetraacetic acid rGHY)03@T 2
derivative or salt thereof. More preferably the chel ati ng agent
is EDTA or .a 5 sodi um or potassiumsalt thereof, or EGTA or a sodium
or potassiumsalt thereof; nost preferably itS-is a sodi um salt of
EDTA. Preferably in the conpositions of the invention the 10
concentration of the chelating agent is fromO0.005 to 0.1% wW v,

nore preferably 0.01 toHefFbre/ prefapabbyethe composiﬂ;ibhs bferhaci d where
appropri ate) Pr ef er abl y% BOl éﬂ C aI hol is sele teg Lom
15 pol yet hyl ene gl ycHP¥eRELIOR gy SUpStashiatl et 55 O'my compoun ic

may cause irritation to the skin.

5 Preferably the compositions of the invention contain
substantially no biocidal phenolic compounds (other
than compounds of formula I, where appropriate). More
preferably the compositions of the invention are
substantially free of any biocidal compounds other

{0 than compounds of formula I. For the avoidance of
doubt, we do not considexr EDTA or EGTA (or salts

thereof) to be biocidal compounds.

The compositions of the invention may further
15 contain conventional ingredients of antiseptic
compositions, as appropriate. However, it is preferred
that the compositions of the invention contain
substantially no nonionic surfactants and most
preferably they contain substantially no surfactants
20 at all (other than quaternary ammonium biocides of

Formula I}

A preferred extra component in the compositions of
the invention is a topical anaesthetic. Most
25 preferably the topical anaesthetic is lignocaine or

the hydrochloride salt thereof.

When present, the lignocaine will be present at an
amount of from 1 to 5% w/v, more preferably from 2 to

30 3.5% w/v.



to 1000 (particularly 200 to 600), propylene glycol, et hyl ene gl ycol
or m xtures thereof. Mst preferably t he pol yhydric al cohol is
propyl ene gl ycol . 20 Preferably the anmobunt of pol yhydric al cohol in
a conposition of the inventionis from2 to 4% w v, nore
preferably 2 to 3% w v. By topical, ready to us ' tic
conposi ti on¥q724927 75 j 4 nmeant that the conpositions of thgq’ﬁw_ n are
suitable (and are intended) to be used directly on the ski n of
humans or animals without further dilutiong- 30 WO 97/ 24927
PCT/ GB96/ 03037 - 5- Therefore
preferably the conpositions of the I nvention are substantially free
of any_compound Wwhi Churrher aclB¥affy!Sd ichel 1AVEARILA {AEre M4 provided
Preferably the conpositions of the I'nvention contaln

an agqueous, topical, ready to use, antiseptic

composition comprising

5 a) 0.1 to 0.5 w/v benzalkonium chloride;
b) 0.005 to 0.1% w/w EDTA, or a sodium salt thereof;
c) 1 to 5% w/v propylene glycol; and
d) 0 to 5% w/v (preferably 1 to 5% w/v, more preferably
2 to 3.5% w/v) lignocaine hydrochloride;

10
the composition further containing substantially no
biccidal phenolic compounds (and preferably no further
biocides) ;
15 and substantially no monohydric alcochols.

Further conventional components include buffering
and pH control agents (for example sodium acid
phosphate and sodium phosphate), perfumes and

20 colouring agents.

The balance of the compositions of the invention
will be water. Preferably the water is softened,
distilled or deionised water, most preferably it is

25 softened water.

The compositions of the invention may be produced by
any conventional manufacturing process; for example
by simply mixing all of the ingredients at room

30 temperature, or whilst heating the mixture, until a

solution is formed. The compositions may be produced



substantially no biocidal phenolic conmpounds (other t han conpounds

of fornmula |, where appropriate). Mre preferably the conpositions
of the invention are substantially free of any biocidal conpounds
ot her 10 than conpounds of fornula I. For the avoidance of

doubt, we do \Qatg?&g.;i der EDTA or EGTA (or salts t herneaignokaz0ae

bi oci dal conpounds. ~ The conpositions of the invention may
further .15 contain conventional ingredients of antiseptic
conpositions, as appropriate. However, it is-Zpreferred. that the
conpositions of the invention contain substantially no nonionic
surfactants and nost preferably they contain substantially no
surfactants 20 alirdtlfotinedillies vtk adhalsy concentat8soes dss of
Formula 1I) A preferred extra conponent in the conpositions of
the invention is a tHgivt@c keiesenearkagimgt 25 preferably the topical
anaesthetic is |lignocaine or the hydrochl oride salt thereof.

When present, the lignocaine will be present at an anount of from1

to 5% w v, nore prefer@heyctmprsitions o0 the. S4vention may be packaged in
5 any conventional form. Examples include in sprayable
form such as aerosols (also comprising a propellant)
or so called pump packs; dispersed onto cloths as
antiseptic wipes; in ampoules as single use packs or

in conventional {(multiple dose) bottles.

10
The advantages of the compositions of the invention

are that they are in a ready to use form, are simple
to produce, none irritant and have effective
antiseptic properties on the skin.

15

20

25

30
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- 6- : Further according to the invention there is provided

an aqueous, topical, ready to use, antiseptic conposition conpri sing
5 a) 0.1 to 0.5 w v benzal koni um chl ori de; b) 0.005 to 0.1% w w EDTA,

or a sodiu er eof ; c) 1to 5%wyv propyl ene Qkﬁﬁﬁ%km
d O to 5%%3L’%ﬁ>£ferably 1to5%wv, nore preferably tg&g.S%
w v) lignocai ne hydrochl ori de; 10 t he conposition further
cont ai ni ng substantially no bi oci dal -8ehenol i ¢ conpounds (and
preferably no further bi oci des) ; 15 and substantially no
nonohydri ¢ al cohol s. Furt her conventional conponents i nclude
buf fering and pH control agents (for exanple sodium acid
phosphat e and sodi um phosphate), perfunmes and 20 col ouring agents.
The bal ance of the c8hposhvenhtoniwille rigw bgt idpustratediby the wat er.
Preferably the watgr,4.8,.30f t distilled or deionised water, nost
, Gy sHiires

preferably it is The conpositions of the

i nvention may be produced by any conventional manufacturing process;
for exanple by sinmply mxing all of the ingredients at room 30
t enperature, of ing the mxture, until a

A composition was made up at 25°C by mixing the

following components together

% w/v
10 Benzalkonium chloride 50% 0.395
Disodium EDTA 0.015
Propylene glycol 2.080
Sodium acid phosphate 0.718
Sodium phosphate 0.143
15 Perfume 0.050 {(ml)
Softened Water to 100 ml

Example 2
20
A composition was made up at 25°C by mixing the
following components together
% w/v
Benzalkonium chloride 50% 0.395
25 Disodium EDTA _ 0.015
Propylene glycol 2.080
Lignocaine HC1 2.200
Sodium acid phosphate | 0.718
Sodium phosphate 0.143
30 Perfume 0.050 (ml)

Softened water to 100 ml



solution is forned. The conpositions nmay be produced WO 97/ 24927

PCT/ GB96/ 03037 _ -7- directly in
dilute formor as concentrates to be di l uted before packagi ng.
The conpositions of the invention nay be packaged in 5 any conventi onal
form Exanpl eggighgledsle i n sprayabl e form such as aer oeulcneéedosn
conprising a propellant) or so called punp packs; dispersed onto
cloths as . antiseptic wi pes; in anpoules as single use packs or
in conventional (multiple dose) botttes. 90 The advant ages of
t he conpositions of the invention are that they are in a ready to
use form are sinple to produce, none irritant and have effective
antiseptic properties on the skin. 15

: The compositions of Examples 1 and 2 can be applied

to the skin "neat" and have good antiseptic

properties.
5
Example 3
A composition was made up at 25°C by mixing the
following components together.
10
sw/v
Cetrimide (available as
Cetavlon from ICI) 0.15
Tetrasodium EDTA ' 0.02
15 Polyethylene glycol 400 2.5
Sodium acid phosphate 0.718
Sodium phosphate 0.143
Perfume 0.05 (ml)
Softened water to 100 ml
20

Example 4

The microbiological activity of the composition of
Example 2 was tested using the Proposed Suspension
25 Test for the Evaluation of Antimicrobial Efficacy of
Antiseptic and Disinfectant products for Medical Usage
(WG1 phase 2 step 1) of the Committee for European
Normalisation TC 216 (1995).

30 Activity after a 5 minute contact time against

Staphylococcus aureus ATCC 6538, Methicillin Resistant



20 25 30 WD 97/ 24927

_PCT/ GB96/ 03037 . ' The invention will now be illustrated by
t he . foll owi ng exanpl es.
WO 9724927 : PCT/GB96/03037
-10-

8. aureus (MRSA), Enterococcus hirae ATCC 10541,
Escherichia coli ATCC 10536, Citrobacter freundii ATCC
8090, Klebsiella pneumoniae ATCC 13883, Proteus
mirabilis ATCC 14153 and Pseudomonas aeruginosa ATCC

5 15442 was assessed in the presence of 1% combined
albumin/yeast extract (CAY). Under the test
conditions the maximum concentration of product that

can be tested is 80% v/v.

10 The composition of Example 2 achieved excellent
activity, log reductions in excess of 5, against all

the challenge organisms, see Table 1.

15

20

25

30



S Exanple 1 A conposition was nmade up at 25[err]C by m xi ng the
f.ol | owi ng conponents together

%\ v - 10 Benzal koni um chl ori de 50% 0. 395
Di sodi um EDTA 0. 015 Propyl ene gl ycol
2.080 Hig#Ci d phosphate ' 0. k/GB96/03037
Sodi um phosph‘gt (?’ - 0.143 15 Perfune
0.050 (m) . Sof t ened Wt er to 100 m
Exanpl e 2 20 . A conposi tion was- -Ifade up at 25[err]C by mxi ng
t he fol | ow ng conponents together
% w v Benzal koni um chl ori de 50% 0. 395 25
Di sodi um EDTA TABLE 1 : Antibacterial OA®dbvity in tBeOpykeeafcg! yEol
2.080 Li gnocai ne HCl 2.200
Sodi um aci d phosphat& organic soil 0.718 Sodi um phosphat e
0. 143 30 PerfTme minute Qoniact
Sof t ened wat er Fru to thjé@l e(alﬁ!e‘l;sda te Co tiié) on
. ¢ days:
Organism
5
Staphylococcus aureus >6.5
ATCC 6538 >6.5
5.7
Methicillin Resistant >3.3
10 Staphylococcus aureus >6.3
clinical isolate >6.3
Enterococcus hirae _ >6.4 {i
ATCC 10541 >6.5 “
>6.6
158 Escherichia coli >6.5
- ATCC 10536 >6.8
>6.3
Citrobacter freundii 2.0
ATCC 8090 >6.8
20 >6.1
Klebsiella pneumoniae >6.83
ATCC 13883 >6.8
>6.3
25 Proteus mirabilis >6.0
ATCC 14153 | | 48
>6.0
Pseudomonas aeruginosa >5.9
ATCC 15442 >62
30 >6.2
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The conpositions of Exanples 1 and 2 can be applied to the skin
"neat" and have good antiseptic properti es. 5 Exanpl e 3
A conposition was nade up at 25[err]C by m xing the fol |l owi ng
conponent s : 10

o v g‘?gfﬂ%e (avai |l abl e as Cetavlon fromIC )PC"GB%m‘m

0.15 . Tetrasodi um EDTA 0. 02 15

Pol yet hyl ene gl ycol 400 . -12-5 Sodi um aci d phosphate
0.718 Sodi um phosphat e 0. 143 Per f une
0.05 (m) Sof t ened wat er to 100 m 20
Exanpl e 4 The m crobiol ogical activity of the conposition of
Exanple 2 was tested using the Proposed Suspension 25 Test for the

Eval uation of AntiBkamphéad Efficacy of Anti septic and Di sinfectant

products for Medical Usage

The lack of irritancy of the composition of Example

5 2 was tested by the following procedure.

Twenty-six human volunteers of either sex aged
between 18 and 65 took part in the trial. The
composition of Example 2 was applied to the skin

10 undiluted. Deionised water and a blank untreated site
were included as controls. Each sample was applied to
the upper outer arm via an occlusive aluminium Finn
chamber which provided a test area of 50 mm’ and a
volume of 25 ul. Patches were applied for an initial

15 period of 6 hours, then removed ana assessed using a

numerical scoring system.

After assessment an identical fresh patch was
applied to the same site for a further 17 hours and
20 test sites were examined for irritation 1 hour later.
A third identical fresh patch was applied to the same
skin site for a further 23 hours and test sites were
examined 1 hour later. Twenty-four out of‘26 subjects
completed the study. No adverse events were observed.

25

30



(WEL phase 2 step 1) of the Commttee for European Nor mal i sation TC

216 (1995). 30 Activity after a 5 m nute contact tinme agai nst
St aphyl ococcus aureus ATCC 6538, Methicillin Resistant WO
+ 97/ 24927 THIS SHEETRYAS 6BBN/ 03037
- 10- wooadi€us (MRSA), Enterococcqum@@a ATC(, 10584T/GB96/03037
~ Escherichia coli ATCC 10536, Ci tr obacter—etretht+—ATES 8090,
Kl ebsi el | a. pneunoni ae ATCC 13883, Proteus . n1rab|I|§—A¥€€—$4}53—and—___
Pseudononas aer ugi nosa ATCC 5 15442 wad3assess in resence of 1%
conbi ned al bumi n/ yeast extract (CAY). Under the tes lli,! "u I" l,uM",
condi ti ons the maxi num concentration of product that
is 80% v/v. 10 The conposition of Exanple 2 achieved excel
activity, log reductions in excess of 5, against all t he chal | enge
organi sns, see Table 1.
Claims

5 1. An aqueous, topical, ready to use, antiseptic

composition comprising

a) 0.05 to 1% w/v of a biocidal compound of formula I

10
(R1)3

R2
el ®
(Cth—r'&—R“ X

R3

15 wherein

each R! is independently selected from hydrogen, a C,.,

alkyl group, a C,, alkoxy group, a halcgen or a hydroxy

group;
20
n is 0 to 3;
R? and R® are independently selected from C,, alkyl
groups;
25

R* is a C,.,. alkyl chain (or a mixture thereof), and

X is an anion;

30 b) 0.005 to 0.2% w/v of a chelating agent, and

' 'This Sheet Has Been Re[ilaced
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c) 1 to 5% w/v of a polyhydric alcohol;

the composition further comprising substantially no

monohydric alcohols.

2. An aqueous, topical, ready to use, antiseptic
composition as claimed in Claim 1 wherein in the
compounds of formula I R' is hydrogen, n is 1 or 2
{(most preferably 1), R?and R® are each methyl, R'is an
alkyl chain of C,,, length (or a mixture thereof) and X

is a halogen.

3. An aqueous, topical, ready to use, antiseptic
composition as claimed in claim 2 wherein the compound
of formula I is a mixture of alkyldimethylbenzyl

ammonium chlorides.

4. An aqueous, topical, ready to use, antiseptic
composition as claimed in any preceding claim wherein
the concentration of the compound of formula I is from

0.1 to 0.5 & w/v.

5. An aqueous, topical, ready to use, antiseptic
composition as claimed in any preceding claim wherein
the chelating agent is selected from ethylenediamine
tetraacetic acid (EDTA) or a derivative or a salt
thereof, or ethylene glycol bis [B-aminoethyl ether]

-N,N,N’', N'-tetraacetic acid (EGTA) or a derivative or

salt thereof.

This Sheet Has Been Reilaced
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TABLE 1: Act|V|ty in the presence of 1% or gani c

50|I ”III“ Illmi"ﬁ"m"l ME value (after 5 m nute contact
~ three consecutive days:

C}ganlsn1 Staphylococcus aur >6.5

ATCC 6538  wo erpase? T SHESG M0 BEEN | perycasenansy

5.7 _ n%th|C|II|n Resi st ant EPLACED >3. 3 10

St aphyl ococcus aureus . >6.3 clinical

i sol ate - >6.3 -15- Ent er ococcus hirae

>6. 4 ATCC 10541 >6. 5

>6. 6 15 Escherichia coli >6. 5

ATCC 10536 6. An aqueous, topical, ready 80 use, antiseptic

>6. 3 Citrobacter freundii 2.

ATCC 8090 composition as claimed in °196m85 whgrein the

>6. 1 Kl ebsigld13tRRGUEEBAACIs EDTA or a sodium or potadkium salt

ATCC 13883 >6. 8

>6. 3 25 Pr ot eusheireglfi,| b¥ EGTA or a sodium or potassium s&lt)

ATCC 14153 4.8

>6. 0 Psud&METETaer ugi nosa >5.9

ATCC 15442 >6. 2

7. An agqueous, topical, ready to use, antiseptic

composition as claimed in any preceding claim wherein

the concentration of chelating agent is from 0.005 to
10 0.1% w/v (expréssed as the free acid where

appropriate) .

8. An agueous, topical, ready to use, antiseptic
composition as claimed in any preceding claim wherein
15 the polyhydric alcohol is selected from polyethylene
glycols of average molecular weight 200 to 1000
(particularly 200 to 600), propylene glycol, ethylene

glycol or mixtures thereof.

20 9. An aqueous, topical, ready to use, antiseptic
composition as claimed in any preceding claim wherein
the concentration of polyhydric alcohol is from 2 to

4% w/v, more preferably 2 to 3% w/v.

25 10. An aqueous, topical, ready to use, antiseptic
composition as claimed in any preceding claim

containing substantially no nonionic surfactants.

11. An aqueous, topical, ready to use, antiseptic

30 composition as claimed in claim 10 containing

This Sheet Has Been Repl
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30 >6. 2 WO

?1/2-24927 ”"llmmu-;"mulll"lm The Iack (F))fCT{ 5?362383; t he

=corrp03|t|on of Exafmp 5 B2 was tes HAQIQEENI g procedure.
Twent y- si x Iunt eers of either bet ﬁ*ﬁm@t{} 65
~took part ﬂﬂgﬁé4 ial. The conmg E' S 2@@2@ app 9ed to
the skin _ undi l uted. Dei oni sed and a blank untreated site
wer e incl uded as controls. Each sanple wage.applied to t he upper
outer armvia an occlusive al um nium Fi nn chanber which provided.a
test area of 50 m® and a volume of 25 [err]l. Patches were applied
for an initial —Iupdkeintad19y foNBukfactdilh @ENL A gasessRLySI N 2
nunerical scoring system ter assessnent an | entlc fresh
pat ch was ammmosdlmbbubeldaseoﬁlrmwra d).urther 17 hours and

12. An aqueous, topical, ready to use, antiseptic
5 composition as claimed in any preceding claim further

comprising a topical anaesthetic.

13. An aqueous, topical, ready to use, antiseptic
composition as claimed in claim 12 wherein the topical
10 anaesthetic is lignocaine or the hydrochloride salt

thereof.

14. An aqueous, topical, ready to use, antiseptic
composition as claimed in claim 13 wherein the

15 concentration of lignocaine is from 1 to 5% w/v.

15. An agueous, topical, ready to use, antiseptic

composition comprising

20 a) 0.1 to 0.5 w/v benzalkonium chloride;
b) 0.005 to 0.1% w/w EDTA, or a sodium salt thereof;
c) 1 to 5% w/v propylene glycol; and
d) 1 to 5% w/v lignocaine hydrochloride;

25 the composition further containing substantially no

biocidal phenolic compounds;

and substantially no monohydric alcohols.

30 :
" This Sheet Has Been Rem

MR




20 test sites irritation 1 hour |ater. A third
.identical fres !WB ﬂﬂd'redto he sarre skin site for a further
e

23 hours and t SkWeEe = rBEmter. Twent y-f our out
.of 26 subjects conpl eted the stud RElp gvents were observed.
25 Wb 97724927 Cl ai nms qupnu t opi BET/GBIEBISF t O
use, antiseptic conposition suitable for application to the skin
conprising. 5 a) 0.05to 1% wv of a biocidal conpound of

fornul a 1 [err] : -17-

16. An aqueous, topical, ready to use, antiseptic
* composition as claimed in any preceding claim

substantially. as described in any of Examples 1 to 3.

10

15

20

25

This Sheet Has Been Reilaced

 {ARRTRE

30



Qherefn' each Rlerr] is independently selected from.hydrogen, a

derr] al al koxy group, atatogen—or—a hydr oxy _w-
group; 20 Rl err pa are_independently. -,
sel ected f| ww’ mﬁmfmjn groups;  IRHILANIIIPSSIRR) ani on;
b) O. 005 chel ati ng agent, et )1} 1 1 O 596m/v of
a pol yhydric al cohol, selected - fromjphlyet vl ene divitol s of aver age
mol ecular “ - weight 200 to 1000 (parti fujjar®¥ B gEC , '

t her dbfl] the

propylene glyc ethylene glycol or m xtyre
conposi tion fug[]‘r?ém corrprl sing 30 -

1. An aqueous topical, ready to use, antiseptic
composition suitable for applioétion to the skin

comprising'
S
é) 0.05 to 1% w/v of a bloc1dal compound of
. formula I
(R13
R2
' : @l e
10 o . (CHa)n—N—R* X
. : . |
R3
wherein
_ eaoh R' is independently seilected from'hydrogen, a
15. "C,.,~alkyl group, a C,, alkoxy group, a halogen or a
| hydroxy group: ' | ' ‘
n is 0 to 3;
 20 R’ and R’ are independently seleoted from C,, alkyl
' groups:; - - ' '
and X'is~an anion;
'b) 0.005 to 0.2% w/v of a chelating-agent, and
25 . | | o | _
- C) 1 to 5% w/v of ‘a polyhydrlc alcohol, selected-
_from polyetheylene glycols of average molecular
weight 200 to 1000 (partlcularly 200 to 600),
propylene glycol, ethylene glycol or mixtures
._30 thereof, the composition further comprising
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substantially no nonohydric al cohols.

to use,- septic . conposition as cl ai metds
COnpounaint#_FgFﬁﬁTa“hﬁﬁ4yr] is hydrogen, n iq

prefer akﬁmrl”
chai n ofl Ik ﬂ

topical, ready
aperein in;the s

il sald Rlerr] are each nethyl | B ‘ e vj‘; an aVk&V'
I: mf ﬂmfr a mxture thereof) | WAR-B95s—pPal ogen.

3. An aqueods, Lt opi = ready to use, antiseptfc [sifti on as’
claimed in Caim2 wherein the compound] of fornul a ' g m xture of
al kyl di met hyl benzyl ammoni um chl ori des. —AT-seuenus, tgpical,
ready to use, antisefpib€tantiallgOoAPoRbhbRPdAScChaEBRE1EN any precedi ng
claim 15 wherein the concenttration of the conpound of formula I
is fromO0.1 to 0.5%w v. 5. An aqueous, topical, ready to use,
antiseptic . 2CHOosdniéOlls ASt 6p BEAES r@aapyt@raseﬂl Bd t§sabii 20

wherein the chelating agent js selecéed from . et hyl enedi am ne
tetraacetic acid (EFOPFikIon as ghainedi ¥B Giadmsd) vhereigonn She

ethyl ene glycol bis cqng)ourﬂ@é réf appreel Ayt R ey lhyd¥dydlerilis 1 or 2
Nl err]-tetraadetic aci A?hor A derivative or.salt therepf.

. EGT. . :
25 . 6. An aqueous, Qf’éﬁﬁt’caﬂ’-’;'e?%‘é%@.ll’o seR 2d et each meghkposkiitdn as

claimin claim5 whefeidu kP chain o£hg) gt Leagasenbr & ERkAWe ansadidm or
potassium - . salt thereof, or.  EGTA or a sodiumor potassiumsalt -
t hereof. 30 - and X is a halogen. : _

3. An aqueous, topical, ready to use, antiseptic
10 . composition as claimed in Claim 2 wherein the
compound of formula I is a mixture of

alkyldimethylbenzyl ammonium chlorides.

4. An aqueous, topical, ready to use, ahtiseptic

composition as claimed in any preceding claim

15 - wherein the concentration of the compound of formula
I is from 0.1 to 0.5% w/v.
5. An aqueous, 'topical, ready to use, antiseptic
composition as claimed in any preceding claim
26 wherein the chelating agent is selected from

" ethylenediamine tetraacetic acid (EDTA) or a
. derivative or a salt thereof, or ethylene glycol bis
[B-amincethyl ether] -N,N,N', N'-tetraacetic acid |

(EGTA) or a defivative-or salt thereof. '

25 6. An aqueous, topical, ready to use, antiseptic
' cémposition as claim in claim 5 wherein the
chelating-agent is EDTA.or a sodium or potassium -
salt thereof, or EGTA or a sodium or potassium salt

the:eof.
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7. An aqueous, topical, ready to u ! (Eﬂggni conposition as -
cl-aimed i n any precedlng claim Rt E oncentration of .. .
-chelafrﬁﬁ‘agént—T 0. 305 to 0.1% w v §(dxpressed as the free:
aC| d vvg ropriate) P 09 MARA®980Yedus, topical, ready to
mﬂ ”'“!‘ﬂ aiﬂ Errp05|t|on ag claimed in gny preceding cl aim
mhmelnﬂheco n of pol yhdyric—arconor—Ts from2 to 4% w v,
nmore preferably 2 to 3% wv. 10 9. An_agueous, topical ready to use,
~antiseptic : nposi tion ag in_an prece .
cont ai ni ng substant FﬁuﬁSuﬁOnl8ﬁﬁgagﬁr5589§ht§ use ??9\ %queous

topical, ready to ueempastlltaept =16 ﬂ:ﬁalmedcdlrmasm |ptrremiJQigilcﬂmhmn claim?9

contalnlng bst anti no s ctant t her_.t han erna
~anmoni um bi oci des oVHEEFﬁﬂ|§%F) oncen 198n© q&é%l?ﬁ%ﬂﬁ(ﬁﬂ E¥%muse

antiseptic 20 oonpﬁstblOnlasw¢baM§R@ressamya@renﬁﬂlfmkéﬂéuiﬂ where
further conprising a tgglcal anaesthetlc

8. An aqueous, topical, ready to us, antiseptic
composition as claimed in any precéding claiﬁ
wherein the concentratlon of polyhdyric alcohol is
from 2 to 4% w/v, more preferably 2 to 3% w/v.

10 _
9. An aqueous, topical, ready to use, antiseptic
' composition as claimed in any precedlng clalm

containing substantially no nonionic surfactants.

10.An aqueous, topical, ready to use, antiseptic"
15 . comp051tlon as claimed in claim 9 contalnlng
_substantlally no surfactants (other than quaternary

‘ammonium biocides of Formula I).

ll.an aqueous topical, ready to use antiseptic
'26. comp0sition as;tlaimed in any preceding claim
' further comprising a topical anaesthetic.
12.An aqueous topical, ready to use antiseptic
comp051t10n as clalmed in Claim 11 whereln the
topical anaesthetlc is 11gnoca1ne or the
25 . hydrochlorlde salt thereof.

13.An aqueous, topical, ready to use, antiseptic
compoaition_as claimed in claim 12 wherein the
concentration of lignocaine is from 1 to 5% w/v.
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"12. An aqueous topical, ready to use antiseptic conposi tton as
cl ai med Ln_CLgLﬂlgg_ﬂﬁgiein t he t opi cal anaesthetic i.s I'ignocai ne or
ivt'he 25 hydr ochl oride—satt thereof. 13. An aqueous, topical, ready
t:0 use, Tﬂu”ﬂg conposition as clained in claim1l2 wherein the
concentra "”"mwm eis fromlto 5%wv. 30 14. An

- aqueous, t&pitalt re use, antiseptic conposi tion according to
claim 1 cdnprising a) 0.1 to 0.5%w v benzal koni um chl ori de;
b) 0.006 to 0.1% w w EDTA, or a sodiumsalt t hereof; c) 1

to 5% wv pr opylmmmrgla/cpméous,andoplcal, deady to Dew \arimgmpcralme o
hydr ochl ori de; e conposi.t furt stantlally no
10 bi oci dal pheﬁ8FP85&3ﬁ88Uﬁﬁ§°rdfﬂ% td éfﬁ gs$6ﬂ¢ f? no nonohydric

-al cohol s.

a) 0.1 to 0.5% w/v benzalkonium chloride;
' b) 0.005 to 0.1% w/w EDTA, or a sodium salt
> thereof; | ' '
c) 1 to 5% w/v propylene glycol; and
d) 1 to 5% w/v lignocaine hydrochloride;
the comp051tlon further contalnlng substantlally no
10 - biocidal phenolic compounds, R
and substantially no monohydric alcohols.
_15
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Aqueous, topical, ready to use, antiseptic com-
positions comprising: a} 0.05 to 1 % w/v of a biocilal

compound of formula (f) wherein each R is indepen- (R1)3

dently selecied from hydrogen, a Ci.4 alkyl group, a 2

Ci-4 alkoxy g'ou3p. a halogen or a hydroxy group; n is ® . e m
0 to 3; R2 and R3 are independently selected from Cj.4 (CHa)np—N—R4 X

alkyl groups; R4 is a Cs.2z alky! chain (or a mixture ,i3

thereof), and X is an anion; b) 0.005 t0 0.2 % wiv of a
chelating agent; and c) 1 to 5 % wi/v of a polyhydric al-
cohol; the composition further comprising substantially
no monchydsic alcohols.




