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ANALYTI CAL METHOD FOR SALI VA This invention relates to a net hod of

treati ng sawD\9e/15455 In particular, it relates to a met hdFTFBISNEE| ng

saltva 5 for use in a diagnostic test for the presence of antigens

to H pylori. Saliva is a conplex m xture of secretions

originating ~ fromvarious glands within the oral cavity. Anong its 10

many constituents are.various enzynes, inmunogl obulins and rmnuci ns,
together with cellular debris and a host of : bacterial flora. The

" nucins, in particular, are ANALYTICALsMBTHADOFRQR fSALINAe vi scoel astic

properties of saliva, and act as lubricants with protective and

anti-bacterial 15 properties. The viscoel ast i C propert ies of

t hese gl y@prot thyentiorntebatesetor 8t sethedd fartxaftdng saliva.

conposi tion acqu'fr?cbﬂﬁld?.ﬂa%’”tfte%‘eiat@ét tél & ﬁ\éﬁﬁod of tré@éiﬁ@rﬁ‘m@
the extent of thelr “InteractiqQn with m%onent S OtL' Lie
For exanpl & |i ek 4&h iR & Qég’msr—izﬁn'i??"b&@ éﬁh&np FEERFPYCt lh:ege

vi scoel astic propastgespylori. of saliva. Sal i va which contains
i mmunogl obul i ns can be used for the - diagnosis of various diseases.
In particular, the 25 detection of 119G specific to antigens,

produced by Saliz hbgems ¢complek cmikvuref ofnfasgnenions reEiginabiidict .
One exanpl e of Suf:%hx@”vé?{,&&é' ﬂahastt}ﬂhiﬁu%ﬁd B!'a'ﬁ cavity. PYinrg ithe

di agnosi s of H. ori ection can be nade Cr 0scop
m cr obi ol &4 cal mﬁmf uFenspitugREssArso Variqus e%"ﬁﬂ‘g?'n T m
bi opsi es, urea brga hmi€sns, togetwér bylﬁlhecﬁmaidﬁrmemd iz hodt bofli es
ST e oxp e GRaShEY ELES | MRl el ol | pasBbil  icle,
be detected in muesponsilkst for ther otismeelastic paoPEatisgs L saliva,
PCT/ GB/ 95/ 02668 and act as lubricants with pro@ect:.ve and antibacterial
15 properties. The viscoelastic properties of these
glycoproteins depend on the protein and carbohydrate
- composition acquired dur:.ng synthesis, but are also
influenced by the extent of their interaction with other
components of saliva. For example, lipids can also
20 contribute significantly to the viscoelastic properties
of saliva. '

Saliva which contains immunoglobulins can be used for the
diagnosis of various - diseases. '~ In particular, the
25 detection of 1IgG specific to antigens produced by
pathogens is indicative of infection or recent contact.
One example of such an infection is that caused by H.
pylori. The diagnosis of H. pylori infection can be made
by microscopy. microbiological culture or urease
30 detection in gastric mucosal biopsies, urea breath test
or by the presence of specific antibodies in serum
detected by ELISAS.' H. pylori infects the gastric mucosa
and would be expected to elicit an IgA antibody response
that could be detected in mucous in gastric secretions.



However, it has been di scovered that the predom nant H

pylori-specific antibody found in nucous secretions is | gG cl ass and
not | gA AWRIHEE76 descri.bes a nethod for..t he det eBCT/GBIT2668)G i n
mucous secretion specific to 5 H pylori antigen, thereby

providing a neans of monitoring infection by that m croorgani sm

I n mamal s. The correspondi ng academ c publication is Wtt et al,
Frontiers in Miucosal 1nmunology 1 693-696 (1991). 10 The presence of

| gG anti bodies in the saliva of H pylori : (Canpyl obacter pylori)

positive patient Howeyergceitvedhas beensdimcmtvereid othat tthe ppredewimngst of

Wrer i he S BYloE: sbecial e MRENay F5LE T WA sflrARTSRLRls O

antibodies in {£AE class AR 3,  AUrAeI06T476 sfescribes conmethed in
the May 1991 progeedichgs detakbtiah V& ¥gbd®n mucous! 8¥8k8tidhespécific to
practical, non- nvaS|1ve , mar ker  of therageut I,C response during a
course of antibiBricPYLOri (IRTiFeR, | FREREPRpr PFOY363ng: oeeiSARE L2hdes
et al 20 confioniedriegr lirdflectityerbpt thas neEtocxigatvived i heammals.
measur enent of saliLVv [ Ml . . . Si e

non-i nvasi ve tesgﬂ‘1 o?é%fa%%%%%i% %?,PQ%{“% Ii.')db(a'J'p‘):"glstl c’?‘vel'gi)alﬂll'girsitsr!%}J al,
especi al ly in wi f&optdgasodndaFosadi dmmunologyopubBr6A6 (ABLA) et her tests
are not practical. 25 WO A- 9322682 di scl oses a conveni ent and
reliable [p vitr test fo . |ori, JThis test utilises an ,
intigen. 48 V' ns prepsné?) of Tl el iidion 4 e 5a) VR 9nfcalord
secretion from a(Campsilobaictert epytdriB0 positiveHopsvibents hhass eredeseed va
in such di agnost | . ; 0, lats t Lendant . ese
ot hods of o sogBCakEEAricn in Bha’obRReckidaR; bE"EAD AhRE WherindflT]
antigen bound to®#& fFR¢HARATiIGANfFRSEFORYRTOLAGHGad; Associagigg) 15 er

PCT/ GB95/ 02668 the disclosure by Czinn et al Jof 'L:he_t res:céii{c%r ic# - such
erefore an

g!sg\g;li P;ngre?rfent?‘ggégghg‘\ét%egtqysu% ego,caesvdgce égﬁﬁ*&ﬂ"ﬂ%l e 13%RER hrotigHal
ti mes are essent cahcfladedovindehe May 1891 rpracesdimesntnay usal teaty sIgG
{*gge;rere,segggausel%eme are £O"BrE%eahY ¢ HordAAvihi i WA-RAL! | CHE AT
therapeutic response during a course of antibiotic
therapy. In the April 1992 proceedings, Landes et al
20 confirmed earlier observations and observed that
measurement of salivary IgG to Helicobacter pylori is a
simple, non-invasive test for detecting H. pylori
positive patients, especially in widespread or paediatric
populations where other tests are not practical.

25
WO-A-9322682 discloses a convenient and reliable in vitro
test for H. pylori. This test utilises an antigen
preparation that reacts with IgG antibody in a mucous
secretion from a mammal being tested.

30

However, the use of saliva in such diagnostic methods
also has its attendant problems. These methods of
diagnosis often rely on contacting the saliva sample with
antigen bound to a membrane or pad, or other similar



of particulates and nucins, the flowthrough properties - of

I ndi vi dual saliva sanples are subject to both extensive intra and

i nter subj waoensessability. 10 - Particul ates whi ch are PCEHGB5/02668
salliva can bind to the menbrane, by sinple deposition on the surface
and reduce flow tinmes. The nuci ns, have vi scoel astic properties and
this can result 'in a gel-like matri x bei'ng deposited on ‘'t he nmenbrane
which will reduce liquid flow The flow 15 through tine of the
saliva nmust be a bal ance between the : need for accurate binding of

lgG to antigen, wAt&RidPANFlow-thrdudd oehenk! gyt {Hs BWhsddn® HeshicBOisbe
too fast, and thgh need for the gest to be practbcal . e. th

f1 owt hr ough therefore 4t £5FeBEiRdo SEMRNEhOLhi RARNRAL par t fLEPaL es
20 and nuci nsredictabler £ how- cirauyh nethesnarer epaent balvhtohprovide t he
antigen i s bound e | o h_ ki

A further grobl eam‘égxggégé‘gaf%%’ "%atgﬁgggﬁ%s?# %g%t%f \r,rﬁu%‘lven_vserZS ﬂe@a‘?%%dok the
particul at®s on €PEPheRIRIFRTe ©OF Sakisth.t ansg gmaparticulagebeoprefaencene

preferred nethodopf pairgdehlseys! ahdeRlicins, thé! ElbaCBnkeigkopkabdatiép! d
conj ugat es whi ch gan,b&. . tr%f$ed béi}?lhf deposits. This can lead to
fal se positive ©f indivigyal . sgliva, R{eg 5s2re WhEIRIFBE cofP ugBPEh can

pass 30 f r eeéytendivehierarearid aivecexarsub jebtc varighiid ity .
Theoretically, it is possible to renove nuci ns. However, t he
reagents and solid-phase nedia required do not nake such an approach

comrerci @0y acckartibfelategiyhich are preseyy doy s8ddiya can bind to the

PCT/ GB95/ 02668 mpembrane, by simple deposition ch the surfacs! hBENAEENEe
nor e econoni cal n&g"’l s. needed_.to reduce .. sition and hepnce | nprove

eposi b
£ ow t hr ough £ i Cimes. ThE WHGANE hays v4ScoRlestiFoPEoRettiss R

system known 5 thisasafnresaltein]ai gebhlikesmhtyixi Beingl depesived con
O O ot o Epé MBI Ao Ny UL BB LB SR 1O o,
have poorig|ow ctiarougkrtime @f the saliva must be a balance between the
: need for accurate binding of IgG to antigen, which means

. that the flow-through time must not be too fast, and the

need for the test to be practical, i.e. the flow-through

time must not be too slow. The binding of particulates

20 and mucins to the surface of any membrane or pad to which

the antigen is bound can lead to greatly reduced flow-

through time.

A further problem associated with deposition of mucins
25 and particulates on the membrane is related to signal

development. One preferred method of signal development

utilises IgG-Colloidal Gold conjugates which can be

‘trapped by the deposits. This. can lead to false positive

results, and in a worst case, where no conjugate can pass
30 freely, the whole membrane can bind conjugate.

Theoretically, it is possible to remove mucins. However,
the reagents and solid-phase media required do not make
such an approach commercially acceptable. Thus, an



10 It has now surprisingly been found that by altering the

properties, e.g. the viscoelastic properties, of the sal i va
sanpl e, fwoyvegisissugh ti nes can be i nproved, | eadi NgPERGBILII2668
accurate and sensitive test. This does not require renoval of, for
I nstance, the nucins present 15 he saliva, only an alteratlon of
their properties. Thus, the resent invention provides a
nmet hod of i nproving the flow characteristics of saliva, which
conprises the step of altering the properties of the 20 sal i va sanpl e.
In particular, ﬁﬂéekﬁ&é%&onn{&ét &3ohdmica) wadl 154 BRehln WicoglasLi C
properties of the saliva In a preferr I ment

i nvention, the depositiop,and; Benee iMRreve | fiowrtdhraual £4MRB passing the
25 saliva through a f||trat|on medi um whi ch: achleves thIS

ffect. Pref ed_f ti | ud E:

oSt et a2 TR pL B! BIEcBIRAE Shsog, 3 syaBRAHERRT
bei ng par5|culaa5yopneseipedn whileh saliva fistcellectedrechton ar eobten
particul ates. | pHECRERRCAxihcrea sheds bh%'f%’alarﬁ £1 oe 04 ceittaeLIN!

aggr egat es and di St upt merr¢ structlre of mcins,
| eading to |nprB?Eﬁ“FlB&PEE&Faé#&FPEtlc§°“ever- he\dimridppesprpdurednot

renoved by the grhhadillonaverpoor flow\RKHitdSddbistics.

PCT/ GB95/ 02668 their polyneric structure may be altered, thus
| mprovi ng flow characteristics. In a second enbodi nent of
the invendi on, IhehpsopeWtBarprSsinglpfbebn fouindathatpby adteping the

Ctrength andl or PEEPELEERi e nfl FRGMIRNAIE-Ble RIS, eveEﬁE'C (

passing saénsal .%amshﬁm efl-?ft’btfhr%*{ﬁl’! aflidesyf can sbeut iBRToved
course, if the pegaengi €6 &fmbdre mum@r&@@eﬁﬁqwent&t -rniblaoeway
it is also usugl t o, _include 1 3§9rat &&FItratlon steg E
renove particul BPE FEgpiFe remova °%h PePEPPEY

‘enbodi nexs of tie the saliva, only an alte:atlon of thelr propertles.

Thus, the present invention provides a' method of
improving the flow characteristics of saliva, which
comprises the step of altering the properties of the
20 saliva sample. In particular, the invention relates to
altering the viscoelastic properties of the saliva.

In a preferred embodiment - of the invention, the
properties of the saliva are altered by passing the

25 saliva through a filtration medium which achieves this
effect. Preferred filtration media include charcoal,
DEAE-sepharose and diatomaceous earth, e.g. Celite®, with
diatomaceous earth being particularly preferred. The
filtration medium removes particulates. Mechanical

30 . shear, removal of high molééular.weight aggregates and
lipids may disrupt the ?olymeric structure of mucins,
leading to improved flow characteristics.

Mucins present are not removed by the method, however,



I nvention, the saliva sanple i's not only passed through 15 a filtration

medi um whi ch alters the properties.of the . saliva, but also has its
pH and/ or i oy gg184s5engt h adj ust ed and det ergent addedpdiycissmaéssOf
‘passing into a sui tabl e buffer solution. 20 The nethod of the
present invention finds particular application in rapid diagnostic
tests for specific - antibodies fouRd in saliva. Therefore, in a
further aspect, the present invention provides a nethod for the
detection of an antibody in a sanple of saliva which 25 conprises the

o1, o 2 (o110 b L0050 8o abborklE mey b 6RR 2SS, MBI

of the saliva to | nprove o I StTCS?
herein, this c&dMecharactexigriGed by neans of .filtration and/or
buf fer mani pul ati on. Preferably the test is for the

30
detection of H | Qri I fic antibody, usuglly 119G . Such
di agnostic met hog & S5on Ieﬁ% eé"%' (ﬂr}{ t&’ﬁ fgivention, %W@%les
PCT/ GB95/ 08668 of the saliva sample can be marfipulated by tihegrddiitdos t
conprising a ne a t L gk . IIQEB ' 0 o neyet
a further aspec??%t gfg%ggggs Qn&hé&?ﬁéég?%s%%? ?%95%t|9#ﬁ§€§A%§é!Q§ &
for the detecti offofthe saliva, samnlsody This canpbe srhisvedabyhipeissing

conpri Isesta nmeanghe salifvﬁ{ _saﬁtbtl.e][ ii?ﬁo tah;é_uiIE&BQEV lbh%%{aﬁ %omutibheb . Of

vi scoel astic roperties, o .sal iya sanple, 0se neans in

provided in the FBPﬁgSP &ffFSFrRFPBﬁr & P Itiﬁdﬁéilga are adﬂHﬁF@ﬁ i

sol ution, 1ei t her thisbowaypf ithi dis halsd hesakill i ty includé 0 2l isepaatel | ow

properties of the, ' a f | cat i to the test area.
BLABLLVEOREIELE, BE'PEfold pre AELLES HAhe

The invention w now desc ed W fol |l ow ng
exanpl e, which should not be construed as in any way limting the

invention. 15  Thus, Then e%anphetiSGLaS1Y0 Pl drr@d CambBATERE: of the
' invention, the saliva sample is not only passed through
15 a filtration medium which alters the properties of the
saliva, but also has its pH and/or ionic strength
adjusted and'detergent added by means of passing into a
suitable buffer solution.

20 The method of the present invention finds particular
application in rapid diagnostic tests for specific
- antibodies found in saliva. Therefore, in a further
aspect, the present invention provides a method for the
detection of an antibody in a sample of saliva which
25 - comprises the step of altering the properties, e.g. the
viscoelastic properties, of the saliva to improve flow
characteristics. As described hefein, this can be
achieved by means of filtration and/or Dbuffer
manipulation. '
30 | _
Preferably the test is for the detection of H. pylori
specific antibody, usually IgG.

Such diagnostic methods are usually carried out using a



Figure 1: shows saliva flowtinmes with or without ‘ a

Celite[err] filtration step; 20 Figure 2. shows 1gG Gold

conj ugata, JGH%I mes with or without a Celit epE¥ichosionéesr ati on
st ep. XAMPLE 25 Saliva sanples were collected from a’
nunber  of ~individuals wusing the Omisal[err] (Saliva .
D agnostic : Systens, Inc., 1171% NE 95th Street, Vancouver, WA 98682,
USA) saliva collection and processi ng system However, 30 the saliva '
was extracted into the follow ng buffer: 20, mvl Phosphate pH 7.0-8.0

containing 0.5%v/v Tween 60, 125 e and

myl
0. 1% w w BSA. diagnosticrilelts AMPrifidceid Me é'?PFaBFeEaPnFB mglbu %®r by
PCT/ GB95/ 02668 W3 ¥ 10645bound. In yet a further aspect, tHerefore,

filt th h th | t
M of the resd iR RPN NS hePE PREYIRRe e i iTE, Che' BBtEEELon or 1
rapi d test carah aﬂnxbodyonmansamphraf]eswét athich C°mP%1Fﬁsaﬁt'F§%%s and

t he ro throug%.. [ e T ToN rofert &a| |vathé Mri8éodDasEdt d
conj ugat@ was ded anci"I e flow g e.r les Eﬁ aI so_recor dﬂlThe

results are siPuRPRtiRg, of 'Ehose “means a
| gG CGol d Conj wided in the form of élﬁ&ﬁra\'ﬂ.on mater1a1 and/ox |law ti e

No Celite fl?lp%%%e!%ﬁ} t%,tcel t&%ﬁ orbbth Gt 'Jrﬁch( hav)e the aﬁii%if‘t lon

fiItratlon

(sec) to (sBpdr the flow properti@s of the salgya sample befqrg
213 ]égs 196 215 3

to the t area.
168 fo a%l}"sgtmn °o8r 164 4 100 (
89 195 - ' - 182 5 ' 160 ' 79 '
275 - THOinverftion will nd®Obe described 8dith referencgsfo the

239. following example, which shbuld_'not be construed as in

any way limiting the invention.

15 _ _
The example refers to the figures in which:
Figure 1: shows saliva flow times with or without
a Celite® filtration step;
20 , _ | :
Figqure 2: shows IgG Gold conjugate flow times with
or without a Celite® filtration step.
EXAMPLE
25

Saliva samples were collected from a number of
individuals using  the Omnisal® (Saliva Diagnostic
Systems, Inc., 1171% NE 95th Street, Vancouver, WA 98682,
USA) saliva collection and processing system. However,
30 the saliva was extracted into the following buffer: 20 mM

Phosphate pH 7.0-8.0 containing 0.5% v/v Tween 60, 125 mM
. NaCl, 10 mM Sodium azide and 0.1% w/w BSA.

The saliva was either extracted into the buffer by



7 167 79 373 171 8 104

69 245 190 =9 82 70

182 wooéisiss 10 119 97 PCTG:B95/02668
181" 11 95 89 162 198 12
112 94 245 190 13 163

83 . 325 - 162 15 [STSCUSSI ON Figures 1 and
2 are a representation. of the-above data graphically. The foll ow ng
points are clear: 20 i) flowtinmes of both the saliva sanples
tpemsel ves and ) filteringttigrewsh @néiomajsum;&_tﬁﬁ;@éﬁddze@ﬁ%dgaﬁca%lieéﬂlt
o t he, procegs t - .il) in_addition,_t OW
times in both caseb @ﬁo%ﬁnhgg §eggitlﬂﬁ9§Pigﬁégng were ghen placeg onto a

PCT/ GB95/ (02668 Helisal® rapid test card, which contains membrame spottedon
bet ween sanpl es. ith e ! ' i l50 S
yith soSRRAE SRl G 10 CulEeE LY NRAEE0 AL

significant reduction 1n ackgro col our

| gG Gol d, - ar®l t he PakbER. of Mgk IgGsBoldesonjugate swag asdded aaduthg. flow

CLAI M5 through time also recorded. The results are shown below.

SULTS

Sample | Saliva 1gG-Gold Conjugate
7 flow time flow time

No Celite With Celite No Celite With Celite
filtration filtration filtration filtration
(sec) (sec) (sec) (sec)

1l
2
3
4
5
6
7
8
9

15 D ION

Figures 1 and 2 are a representation of the above data
graphically. The following pgints are clear:

20 i) flow times of both the saliva samples themselves and
the IgG-Gold conjugates are reduced as a result of

the processing steps;

ii)- in addition, the flow times in both cases show much



1. A nmethod of inproving the flow characteristics of sal iva, which
conpri-ses the step of altering the 5 properties of the saliva.

2. A mygesusess claimed in claim 1 wherein the pepepysgzees! astic -
properties of the saliva are altered. 10 3. - Anmethod as clained in-
claim1 or claim2 wherein the properties of the saliva are altered |
by passing the sal i va t hrough filtration nmedi um 4. A
method as clainmed in claim 3 wherein the 15 filtration nedium
is charcoal, DEAE- sephar ose or di at omaceous earth. 5.

A et hod | ai the filtrati di
s Goliteferr]. 20 Tobe VRSt nebdtl SRR TG the frow

characteristics of saliva which conprises the step of manipul ating

t he pH Pési Opt gt hgof Va ad d gent .
th . gs ﬁ fg?éé@@ leaf%§§r§ eéelﬁﬁgﬂe Q}QQ Eh&k Q

is also subjecfbﬂnf 1%???It?ﬁ ?Sﬁlg?eplﬁs barkgreund °°1P%ran9u§net6f
claims 3to 5.trapping oS. IgGVGelﬁpdaﬁarthéendﬂbeﬁtbﬁnfﬁisénpéﬂitbﬁéy ina

30 sanple gé iﬁéény SPNpri ses the step of altering the
iva

anpl e

properties 0 inprove its flow characteristics.
9. A nethod as claimed in claim8 nodified by any one WO 96/ 15455

PCT/ (GB95/ 02668 - or nore of the features of -clains 2 to 7.



thod as cl ai ﬁédshmtldﬁsaeelmkgiluda@rel n the antibody is H

10
onr| éﬁbﬁu§9tlb C}lul lll A nmethod as clainmed in claim10
ody In

wher ei n th c antlbody is 1gG PCT/GB93/02668,\ ki t

for the detection of an anti sanple 10 of saliva which
conprises a neans for altering the 9 properties of _ the saliva to
inmprove its flow characteristics. 13. T ;
in claim12 wherein the neans 15 conprises a filtra |T§In§< ] SOHEEN
14. A kit as clained in.claim 13 wherein the filtrati obx LARER um i

di at omaceous ear ERAIMSOQ '15. A kit as claimed in claim 14
wherein the - diatonmaceous earth is Celite[err]. 16, A kit
as claimed in an ne of cl. ai 2,to 15 wherein the kit further
conprises a buf Qé?% lmggqytﬁgnthe flow characteristics of

AVENDED CLAI NB sallpaecewm¢dhbycbhprhabernehéonaheﬁureau amtg§1ﬁgnet£896

(03.06.96)¢ ;16 replaced by new clains 1-

pages) ] 5 proggEhgk %ﬁoé st? Y%V|ng t he flom/characterlstlcs of
saliva, which conprises the step of passing the saliva 5 t hrough a
filtration nedlug1mh|gh matgBarcgal , EEéEa har os

di at omaceous earth, greb altering <t in F%égﬁtlés Q?S%ﬁ saFFsa

2. A nethod 5§SCEF pReYcC Pﬁ°P%¥%}ﬁ$ af wnﬁwsﬁkivarﬁ;qualtereﬁ scoel astic

properties of the saliva are altered.

10 3. A method as claimed in claim 1 or claim 2 wherein
the properties of the saliva are altered by passing the
saliva through a filtration medium.

4. A method as claimed in claim 3 wherein the
15 filtration medium is charcoal, DEAE-sepharose or
diatomaceous earth. |
5. A method as claimed in claim 4 wherein the
filtration medium is Celite®.
20
6. A method of improving the flow'characteristics of
saliva which comprises the step of manipulating the pH
and/or ionic strength of the saliva and adding detergent.

25 7. A method as claimed in claim 6 wherein the saliva
sample is also subjected to a filtration step as defined
in any one of claims 3 to 5.

8. A method for the detection of an antibody in a

30 sample of saliva which comprises the step of altering the
properties of the saliva to improve its flow
characteristics.

9. A method as claimed in claim 8 modified by any one



3. A method as clairred in claim'2 wherein the filtration

mediumi s Celite[errl ' ) A net hod of inproving the flow

char act er & dgfi84 sal i va Whl ch conprises the step pCI/GRYSA2688at i Ng

t he pH and/ orThIS(SheetHa;tBe lbcemf the saliva and adding detergent.

5. A nethod as clal m qﬁ whergjn the saliva 20 _sanple_is alsox
subjectedtoaflltr eflned irFL RS Ol B &b 1 tO
3. 6. A nethod for the detection of anfa ]

sanpl e of saliva which conprises alteri ng t he pr oj Lt he
saliva to inprovwsr ihérd |8V s fedired Id:fs,clla'imsgz to 7. @ et hod as
defined in -any one of clains 1 to 5. . A nethod as clained in

claim6 wherein the antibody is H pyl or| specific antibody. 30
8. - A nethod asi@! aixemethod |aE mlained dnnclleémH9. whepein the antsiissdyic

22;;3:)2@ S lgGJg%/’iBﬁg,lozgl sp%é‘:.ﬁcf qnttltﬂ%d@et ection of an antibody in a

PCT/ GB95/ 32668 of saliva which conprises a f| | tration medium
which is har gahethbBARS ephaiped :LQf cla fh ONRCBphSre B2 the HOT
altering the prcg)etles of%e sall%a$’0| ve its flow
characteristics. d in claim9 wherein the
filtration mediumis Celite[err]. - 11. Akit as clainmed in

claim9 or clai rE210 SH S P HD detedtfod We N SATUIASSE PUdd1e

and/ or detergent

10 of saliva which -comprises a means for altering the
properties of . the saliva to improve its flow (
characteristics. :

13. A kit as claimed in c¢laim 12 where:.n the means
15 - compr:.ses a filtration medium.

14. A kit as claimed in claim 13 wherein the filtration
medium is diatomaceous earth.

20 15. A kit as claimed in <claim 14 wherein the
diatomaceous earth is Celite®.

16. A kit as claimed in any one of claims 12 to 15
- wherein the kit further comprises a buffer and/or
25 detergent.



