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-1- WO 98/21306 ANTI SEPTI C SOAP BAR PCT/GB97/026485
invention relates to soap bars having good 5 antiseptic activity and in
particular to soap bars cont ai ni ng reduced concentrations of

chél ating agents. 10 thy so-cal | ed nedi cated soap
products are avail abl e through theé™world, the majority still being
sold in the formof bar soaps. Such products are 15 generally referred to
as antiseptic if they contain AN&%PU{C §BAR BARt i ni crobi al agents,

al t hough their actual efficacy in use is rarely substanti ated. 20
Thus many products contain hi gher_ than necessary | evel s of

antimcrobi al agents (MesuiinyRption rglatew rieasierr dRass dnavingt ggedt or
level's tha areantisepBE aetydiky ahbeshl ¥aritl tisr %ﬁ soap bars It is
wel | known that the activity of many . anti m crobial agents may be

i mproved by t heC@BEasping redugedaciongenfeatd oasd ofuchedgdiingy are of t en

used 30 indiscrgggﬂgggly in such products as antiseptic soaps. 35
In fact chelating agents are often used as stabilising agents in the
soap base but are then added agai n during manufacture of the finished

S0aP, 0 T Lhe bebigly thalo i ddi LELE S E L SRELRD! 2o 0
PCT/ GB97/ 02648 available through the world, the majority still being
sold in the férm of bar socaps. Such products are
15 generally referred to as antiseptic if they contain
one or more antimicrobial agents, although their

actual efficacy in use is rarely substantiated.

20 Thus many products contain higher than
_neces?ary levels of antimicrobial agents (resulting
in increased costs and wastage) or levels that are
not actually effective in use.

25
It is well known that the activity of many
antimicrobial agents may be improved by the use of
" 3o - Chelating agents and such agents are often used
ieo-- ..indiscriminately in such products as antiseptic
soaps.
 3§-....nw ... . In fact chelating agents are often used as

«.étébiiising agents in the soap base but are then
added again during manufacture of the finished soap,
in the belief that they will increase antimicrobial

0 activity;— '
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-2- Fbwever, there are a nunber of drawbacks associ at ed

w th t hewsesmbogchel ati ng agents, not-ably t heir cosPCT/GBIV/268®t ential *
as irritants and their. 5 environnmental inpact (eg their effect.on river
life etc). Thus there is a continuing need for soap

bar 10 products having good, neasura Ie, antiseptic activity but
using the | owest possi ble concentrati on$” of antim crobial agents and
chel ati ng agents. =~ 15 W have now found that a particul ar

conbi nat i on of H@WﬁV@rag§hﬁ§ewﬂIB Br bumbersafi dravbacksant i septic

t t b i K
vty o 2 hadosondd Lt % %uSUbSE AMEYEL B0y aGLEEE! RBChBEYSKIM)
There is thereftha&xw@m$ﬁedtbﬂlan@¢§e@t1@lb@ﬁ Peritawhe cndptheing

g)hl ori ga?gsdt ?ret J‘FW %]9% u?edﬁ%%eno?ég %ﬁéif @ff%%{? onorﬁge¥olbf§5% w w

triclosan (or aeba]t t hereof); and 35 c) | ess t han
0.075% W w (preferably | ess than 0. 05% w w) EDTA chel ating
agent . 40 Preferably the antiseptic bar soaps of the

present invention contThus Mhemheﬁatbngoag&nnﬂngtheed fotrhaoaph@s: | ncl uded
LET;2§9§?32623%§r3- c%gphavfﬁgggood, mea ePéble, antlsep¥¥% ac%1v1gy

but using the.lowest possible concentrations of
antimicrobial agents énd chelating agents.

15

We have now found that a particular combination

of active agents will produce satisfactory antiseptic
activity in a bar soap (including a substantive

20 effect on the skin) without the use of high levels of
EDTA chelating agent. g

There is therefore provided an antiseptic bar

25 . soap comprising:
a) 1 0.35 to 0.75% w/w of an antimicrobially active
20 chlorinated methyl substituted phenol;
b) - 0.15 to 0.25% w/w triclosan (or a salt’
thereof); and
35 e e
c) - less than 0.075% w/w (preferably less than
0.05% w/w) EDTA chelating agent.
40 Preferably the antiseptic bar soaps of the
present invention contain no chelating agents other
— than those included in the soap base as stabilising
agents.
45
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- 3- _ Chel ati ng agents that may be included as
stabiliswopsagmests in the soap base of the antiseptic PCT/GBAr/02688ps Of
t he invention include -EDTA (ethyl ene 5 diam ne tetraacetic acid and its

sol ubl e salts). Preferably the antiseptic bar soaps of the invention
cohpri se | ess than 0. 05% w w EDTA and ngst preferably about 0.025%
w w EDTA. 10 The anti m™@robially active chlorinated nethyl

substi-tuted phend[ used in the antiseptic bar soaps 15 of the invention
are preferabl'y conpouRB8iafingr agerts fbpf)may be ingduded as herein

Rierr] is chlordng,ior; sk t&Nth the soap base of Fh&'hhtisepeliby!l or
hydr ogen 30 referred conpounds of formula I I nclude PCMC
(4-chl oro- 3- nedan FeaRs )of Al 1aventn-nclyde EDEE (efbyhgnphenol ),
DCVX (2141ﬂ'C*”dﬁéﬁfhé*f&f%ﬁ&@é?f@”Q&'d and iE%rsglﬁﬁféeéa&E§5?Of:
Preferably the antiseptic bar soaps of the Inventiron conprise from
0.4 to 0.6% w Rrg#feralphpotinel antisepbicflanuseaps ofir sher énwenblipnabout

nvent on comp PSRt rE 01 $8F ufy EOR°RRA Rk ofrstsanly

PCT/ GB97/ 02648 about 0.025% w/w EDTA.

10
The antimicrobially active chlorinated methyl
substituted phenol used in the antiseptic bar soaps
15 of the invention are preferably compounds of formula
I oM
R,
20
(1)
R CH,
cl
25 _
wherein R, is chlorine or hydrogen, and
'R, is methyl or hydrogen
- 39

Preferred compounds of formula I include PCMC
. {4=chloro-~3-methylphenol), PCMX (4-chloro-3,5-di-

I ¥ ._fmethylphenol); DCMX (2,4-dichloro-3,5—dimethylphenol)'--
. or mixtures thereof.

Preferably the antiseptic bar soaps of the
40 inventioﬁ comprise from 0.4 to 0.6% w/w of a compound
' of formula I, more preferably about 0.5% w/w.
Preferably the antiseptic bar soaps of the

invention comprise about 0.2% w/w triclosan
45 . - .
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-4- (2-hydroxy-4,2, 4'-trichloro-di phenyl ether) or a salt

t her eof . WO 98/21306 The antiseptic bar soaps of the i nRCWGBITIRE480
conprise a conventional soap base, which wll general ly conprise
saponified fatty acids derived from natural sources. Exanpl es of
sui t abl e soap bases i nclude an 80: 20 m xture of tallow and coconut oi
fatty acids and an 80:20 m xture of distilled palm - oil fatty acids and

distilled palmkegrnel, fatt 5. ,,acids. . As stated eviously the soap base
may further e %@%5?? ext%élékiﬁﬁlﬁﬁéﬂfg gépg?aﬁilﬁtgﬁ§gtﬁéréfore
but it will pred®ltabtlyerespri se no nore than 0.05% w w t ot al

chel ati ng agents and nost preferably no 20 .nore than 0.025% w w EDTA.
The antiseptic bar soaps of the invention may contain further

conventioral additiveshegantdlsewtic Bar sbapdr dFCehe( G viiNte o ld1sFt C-
The antiseptic bar spaps of the |npventi roduced by any

conventional neEtHRELS%ch %Snﬁﬁnt}°nai1ggﬁgﬁgﬁs?heWBgﬁgoﬂéhls together in a
(REPT! vl shap S R ShL 110 ise sgpohlel fncguey geuantodkionio 1t
PCT/6397/ﬁg648_fr°m natural sources. Examples ofgsuitable soap bases

include an 80:20 mixture of tallow and coconut oil

fatty acids and an 80:20 mixture of distilled palm

oil fatty acids and distilled palm kernel fatty

15 acids. As stated previously the soap base may further

comprise chelating agents as stabilisers therefore

but it will preferably comprise no more than 0.05%

w/w total chelating agents and most preferably no

20 more than 0.025% w/w EDTA.

The antiseptic bar soaps of the invention may
contain further conventional additives eg. colours,
25 fragrances (eg pine oil), etc. '

The antiseptic bar soaps of the invention may

be produced by any conventional method, such as

30 S i . B
mixing of the components together in a hopper, roll . ..._i.....
milling, extruding and then cutting and stamping into
the final shape.

35 B ) SO T S
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The ‘invention will be illustrated by the fol |l ow ng Exanpl es. 5

Exanpl e WO 98/21306 An antiseptic soap bar is producedrdTIGBYR02648
fallowing formula: 10 - % W w

PCMX 0.5 ' Tricl osan 0.2 15

Pi he Q| _ 1.5 (%ragrance) . Colours *
0.12 20 Wat er * DFA Soap

to 100% - ] Distilled fatty
acids of Palmal 80%*9%%1“’9“199&#61j%eflalclcssiaﬁﬁ%dowpﬁhm kernel oil
20 +/- 3% f&@dbkhﬁ@ﬁExEﬁﬁ&eketra sodium 0.025% Also 0.2%
EHDP whi ch is [phosphoric acid (1-hydroxy-ethylidene) bis] is added as a
stabiliser. 35 * The colours and water are prem xed and cl osed as a
col our soIﬂtionExaﬂgle 1 The conponents are m xed together in a
hopper and t hese go through a roll m |l ,at anbient tenperature

and pressure. Fromthere the mxture is 45 passed into a pl odder

(extruder) also at amy£nint; Q. 984
PCT/ GB97/ 02648 ntisep B is produced to the

following formula:

10
% w/w
Pm{ ~ 0 L] 5
Triclosan ' 0.2
15
Pine 0il 1.5
(fragrance)
Colours * 0.12
20 Water * 0.13
DFA Soap to 100%
Chips
25
DFA Soap Chips:
Distilled fatty acids of Palm 0il 80 +/-3%
. Distilled fatty acids of palm kernel oil 20 +/- 3%
39__ Addltlons EDTA tetra sodium 0.025%.
Also 0.2% EHDP which is [phosphoric acid
35~ (1-hydroxy-ethylidene) bis] is added as a stabiliser.
* The colours and water are premixed and closed as a
colour solution.
40 :
The components are mixed together in a hopper
——-..and these then go through a roll mill,at ambient
temperature and pressure. From there the mixture is
45  passed into a plodder (extruder) also at ambient

(3
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- 6- tenperature and then fromthe extruder it is chopped and

L'

stanped iWOJ8RIM6r equi site shape.. 5 The soap leor/éBIT/0Y6480
‘antiseptic activity and S substantlve on the skin. ' Exanmple 2 .,
10 The substantive activity of soap bars of the

I nvention was denonstrated in the foIIo%|ng test. 15 _ St andar d
soap solutions were nmade by di ssol ving a tallow soap base in standard

hard water to, entraﬁlon of 8% (approximately the sane 20

| c
concentration 259W3F¥%FH5? ﬂﬁa HeRaFECRatR en%§truder itthi@echoprpetlons were
prepared each camdasbamged. Qﬂ&b the r@%@i valent to 0.5%wWwin a
soap bar) and either 0.008, 0.01 or O. 02 oW w triclosan 25
(equivalent to 0.1, 0.2 and 0.3%Wwin a soap bar).
Vol unt eer s5 dabbed a fThﬁe%o%@t%aEhﬁa%eﬁbbﬁ thgse tic, %ﬁ%ﬁ%@ 3 Agar
pl ate for 30 seconds, washed their P mnute=in of one
of the above 1S QP%E?@%%Ver?%SE@etﬁbhﬂ and again dabbed their flnger

onto an agar plate. 35 The agar plates were then swabbed with
a suspensi on of either Staphylococcus aureus or Escherichi a
coli and 1 cubdEEBRL@rAi ght at 30[err]C. 40 They were inspected next day
for the presence of a zone of inhibition. In all cases
t he unwashed hands, and those washed in solutions equivalent to 0.1%
w w triclosan The SUbstanstSTaEUIEISMEET Eorpl Ba28) of the
invention was demonstrated in the following test.
15
Standard soap solutions were made by dissolving
a tallow soap base in standard hard water to give a
concentration of 8% (approximately the same
20 concentration as in lather during hand washing).

Three solutions were prepared each containing 0.04%
_ w/w PCMX (equivalent to 0.5% w/w in a soap bar) and
- _ either 0.008, 0.016, or 0.024% w/w triclosan

25 (equivalent to 0.1, 0.2 and 0.3% w/w in a soap bar).
Volunteers dabbed a finger onto the centre of a
- 30 Tryptone Soya Agar plate for 30 seconds, washed thelr _
hands for 1 minute in 5ml of one of the above
solutions, rinsed them, and again dabbed their finger
onto an agar plate. | |
The agar plates were then swabbed with a
suspension of either Staphylococcus aureus or.
Escherichia coli and incubated overnight at 30°C.
40 . They were inspected next day for the presence of a

zone of inhibition.

In all cases the unwashed hands, and those
washed in solutions equivalent to 0.1% w/w triclosan
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WO 98/ 21306 PCT/ GB97/ 02648

-7-e W@98R1ad6i ng soaps, produced no zones of inhi biti &ET/GBIT/2648
i ndi cating no substantive effect on the skin. 5 In all cases
t he hands washed in sol utions equivalent to 0.2% or 0.3% wW w
tri‘cl osan contai ni ng soaps produced distinct zones of inhibition;
I ndi cating a substantive antim crobi al fect on the 10 ski n.
Thi s |nd|cates t hat nmore than 0. 1% w triclosan_ is ngcessary to
produce a soap KEARtAHNG S°a%§!b§? WQFéiaI}ﬂl%%Ib?ﬁc ARt e‘? él%t t hat
nore than 1A% g rnd:lsm@gtazstm SIEEOSS By ﬂeeza@km t he
absence of added EDTA). 20 30 35 40 45

5 In all cases the hands washed in solutions

equivalent to 0.2% or 0.3% w/w triclosan containing
soaps produced distinct zones of inhibition;

indicating a substantive antimicrobial effect on the

?0 ‘skin.
This indicates that more than 0.1% w/w

15 triclosan is necessary to produce a soap bar with
substantive antiseptic activity, but that more than
0.2% w/w triclosan is not necessary (even in the
absence of added EDTA).

20

25

30

35 .

40

45
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WD 98/ 21306 PCT/ GB97/ 02648

- 8- WO 981283065 “mmm ptic bar soap, the FERGBEARG4S
conpri si ng: II “ﬂ “ﬁ% w w of an antimcrobially active
chl orinated net hyl substi% utted®pheéno 0.15 to 0.25% w w

triclosan (or a salt thereof) and 15 c) | ess than

0. 075% w w EDTA chel ati ng agent. 82" An antiseptic bar soap according
to Cdaim1lin whi ch. any chel ating agents present are in the soap 20
base of the baFlad®s as stabilising agents. 3. An antiseptic bar
soap according to Caim1 or . Caim2 in which the chel ating agents

I ncl uded as 25 stabilising agents in the soap base are selected from

et hyl ene di ani he Aot pagdseptiacbar( EOER) 4&he bag socap coupxilsimgl ts and

[ phosphorkc acid (1-hydroxy et hyli dene) bis]. 30 4. An
antiseptic bar soap according to any one of the precedi ng cl ai ns
conprising | esa)than @.3%%av v AN Ay/WB80f gn efreriabl graiiatlP. H624rev w EDTA.

5. An antiseptic bar ccor ta a f th , preceding
Ciarms i wereh e AR %@&i%é}g{eﬂ?ﬁ#cﬁe’?%‘f%’d et hyl
substituted phenol used in the antiseptic bar soaps of the invention
are prefdﬂablyb) _ &pfgqggdé.fg%F: &n%éacloség (or a salt

thereof); and
15 c) less than 0.075% w/w EDTA chelating agent.

2. An antiseptic bar socap according to Claim 1 in
which any chelating agents present are in the soap
20 base of the bar soap as stabilising agents.

3. An antiseptic bar soap according to Claim 1 or

. Claim 2 in which the chelating agents included as

25 stabilising agents in the soap base are selected from
ethylene diamine tetraacetic acid (EDTA) and its
soluble salts and [phosphoric acid (l1-hydroxy
ethylidene) bis].
30

4. An antiseptic bar soap according to any one of the

preceding claims comprising less than 0.05% w/w EDTA,

35 ‘preferably about 0.025% w/w EDTA.

5. An antiseptic bar soap according to any one of the
preceding claims in which the antimicrobially active
40 . chlorinated methyl substituted phenol used in the
antiseptic bar soaps of the invention are preferably
“compounds of Formula I

45 '
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WD 98/ 21306 _ PCT/ GB97/ 02648 _ 5.
[err] WO 98.2134B€r ei n Rlerr] is chlorine or hydrogen, &CK/GB97/02648

Rlerr] _is nmethyl or hydrogen 10 6. An antiseptic bar soap according
to Cdaim5 in which the conmpounds of fornula | are selected from 15

4-chl o 4-chl or 0- 3, Ba dj, - met hyl phenol ,

2, 4- dlﬂﬂ,l“uﬂmmmmm\yl phenol and é“'b' m xt ures thereof. 20 7. An
antlseptlé bdr #%oap arcording to anyQne of the Caim5 or Caimé6
conprise fromO0.4 to 0.6% w w of oRpound of fornula I, defined in
Claim 5. 25 8. An antiseptic]}bar soap according to any- one of the
Claim5 or Caim6 conprise about|}0. 05% w w of a conpound of fornul a
|, defined in daim5. 30 - M. An_agliseptic bar soap according to any
one of the precedi ng cl Ri,f’s W &Yni se about 0.2% w w

triclosan (2-hydroxy-4,2[err], 4[err]i-trichl oro-di phenyl ether) or a
salt thereof. 10 An antlsepLLc bar soap as clained in any one of
the precedi ng gy s 40 saponi fied
fatty acids derlve rom na ural so%tﬁgleé;aoste h(ipc{g)g%?sré’raad??/ an 80:20 m xture
of tallow and coconut oil R, is methylacimsyahmbgen 80: 20 ni xture of

di still edOal m- oil fatty acids and distilled palmkernel fatty acids
45 :

6. An antiseptic bar soap according to Claim 5 in
which the compéunds of formula I are selected from

15 4-chloro-3-methylphenol, 4-chloro-3,5-di-
methylphenol, 2,4-dichloro- 3 5- dlmethylphenol and
mixtures thereof.

20 7. An antiseptic bar soap according to any one of the
Claim 5 or Claim 6 comprise from 0.4 to 0.6% w/w of a
compound of formula I, defined in Claim 5.

25 8. An antiseptic bar soap according to any one of the
Claim 5 or Claim 6 .comprise about 0.05% w/w of a
compound of formula I, defined in Claim 5.

30

preceding claims which comprise about 0.2% w/w
triclosan (2-hydroxy-4, 2!, 4*—trichloro—diphenyl'
35 ether) or-a salt thereof. ... .. ..
10. An antiseptic bar soap as claimed in ény one of
the preceding claims in which the soap base compriséé“
40 _saponified fatty acids derived from natural sources,"'”'
preferably an 80:20 mixture of tallow and coconut 011
“"fatty acids and an 80:20 mixture of distilled palm

oil fatty acids and distilled palm kernel fatty acids
45 :

>

9. An antiseptic bar soap according to any~6ne 6ffthéééﬁﬁm;¥*f~



