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Tihlon OF REWEHIHS

To eimplete the revies of the tepioe of hypersensitivity and inteleratcs 1o Sooed pdditivew
ard Lo adwipe o the relevance of thid subject to pulblic hesltl,

Ha LE G

It fan Been woll eetohlished for s sanlor of years that waricue dallerpie’T reastrons mry L
couaed in asasitiszed individoaln following the ingestion of food sdditives. Since ihke
imitial ovservations of these effwects there has been an ipergasing oumber of scientific
ptlicaticons on the cubgects e Coapdtton as dregwn the attentrorn of The Conmiusion to
Loy preben particularly Lo ttc i-gpo_-t. on Qepftain crloneinge matlers for use an food
Leninson vipressed 23 Marck 197917, Indead opposition has been wxprosSed withic the Gosastte.
addilion to fuead of any colaour allepged Lo cauce allergic reacticns, althanys thas Do
Vet cbumlerel by the armuament that where the 1nzidence o atllempric reactinns in low,
arveptobility pind e comazdersd, 1o 1979 Lhe Cvmmittoe rRoorserneled to Lo Soneniemion

thaz 1T snoul:l convens experts in teic apedilaliced Foald S0 nlviue on the datest sewontifie
intammation ralating: to gueh wlveres reoactions dae 1o rngeusbcel ool adiitives and Jdrew
attenlicy to the porallel problems teat waebl arise 1o Whe case of phatsaoeuticzisy andy in
arany cagns, cosmelica, Qe present opimien 2 oAdopTed io toe Roukied e of the ceaclusions
' the working groun sel ue by the Cornluiion.

T SATEETON

1v whosalad be stressed Liet in the orezent opioroen the SGoasniiter Lon Tesirarbed 1l ceow ents
1o el ewnpopenis and Toed additaves Lot it in the totsl eipocars from fuzd, phamaceutic
il zeztercben atle receoneizlian

ala

ard cvskcbics Lhot weoe the ootentiol uvreblew, e o
it competont bodies 1o Leese Fields poould e vreraaled oF Lois facta

Uie Gorsdblee Wy luprossol the bnformatros prasentel oo the report ool ke Coeniztiants
ware erraaal o adverSe roacilans 1o drgented glditades aee! o canelodmi tial taan repert
mocwdd e oaenexnl to bk present resort locmase 1 seorvezes conprehesaaets Lae mont recael
cdentafic el medieal cifomratien wvailables Tee Comezdtoes does nol irlend 10 repeat tee
cetnzled fimiirgs in 2ts mwe peperd. TU alog approves Loe Leoor of Loe resdcodnagdisn on
tue report, tut beliewen theat more precise recemmendations shosld be Carmalated By Lo
Sepentific Comrtdes Tar Mool in vespeol of Food iogretients aml parliouarly food adlitives,

L

gy

[zorenest time moer of the debabe sbout sennitivety of Zrlivi feels te Poml comporents el
Veoredionte has copcrrirated on oedvorte reastlons ariedne Pros tke angeestaen of Socd Sataver.,
Tehwadnals leare Uy experience woich feods are dikciy to ocoooe dyvgngrecable efferto, Tl

Lre mseentiule wnboect au less ermsly shle te o vhetiztfy L nt Lur the o twere
reasties exnericoncnd 1 Liis s oa faoed addatige inoa carrercttured Food.

criative o

Pre Gommitbee 15 aware Thal 1he Unsbeil Dipectivn wn the approesiralason of the Lpws ol e
crrnp Btalen relalime te the Ialedlivg, jedsentobion shd o fverizsingr el Seodaluifs Ter cele
siotne wltamatc senpsgeert presaribes s aceplete Lisl o daoredierts Foe ool e

et ioe enderoas thoin prisciple bat poter et for apecitic soaivzdunls sensitive 16
parti.ular feod conporents some of e perlevent indcrmatien atadit Lo Tackiog, Tueue
srabicws maeht well Le resoleed Ly Treeclives anplwing bs o apeciPao Fiiatel s peincipl
ol tho Guuncil Directizo on $he approsimatzes of Lho Jaws of Toe Bodler Stotes saletaog Lo
feetetaffs for porticaier mitritional wsests

Fii ters "allerey” 1u usei 1o lenote Lotk true alicssy (or brpercensilavaty) anl psdolersnss
I:ur' i;'.1m-1":.rul.‘.rac;,'}
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The Labotling: Dircotive rociodes food pdd2daves o tin cafinition of ingrolical el thue
rese boe mest Lo dnldenteds Ia oot caccs this iedicstics sust bo by the wee of the
Gatoegrery Lo whick the lditive belomns followed by oo cpesalio srdicotion of the iedividual
additive, The Dormastes koo recommended tn the past 1diad 1thers shousld lwass e coenr g
anproariote Toabelloie: of Foed additives @o that e combcoes o Le omdaroe of Lhe coamtenty
of the foede TL s eopoeclally important, with relatics te tnlevidual s sopmizioed by food
additives, Lhad the werdivg is ot endy vicibie msl unlerstandabie Lo tee Ly persca bot
aluo meaningfel to the nedical prgetiticonor,

The advantapge of tie "pEC Hoe,™ is dt® vieplicity, it many menbsrs of lhe Comniflee felt that
tue conseter in peneral was nol oware of what this eroten entailed and thot the medical
profension jn aartionloar wan art cobrersant with the detaiia of tre listu. The Conmittee
alrecses the lcporlosae o finding avme way of icderningg coisusors o) Lloeis dootors in

o wbjechkive manner vn what the "EVC wmbering syclen™ imeclees.

Tue ecyidence vroseitvd Lo the Cusitter clensly denorwirabes that in ceny coses of adwerse
reactions to food a dosefeffect relativnshen exaula, 11 iy ewviiset thercfore that o

rniun..,l-:,:.- in e todad dwgeestion of the prarlicuZer ceblalive by bhe poereos Likelz fo e afTeoted

by Tha aidal ij, woudd Lo lereficial. Reduction of dxdake coany i jener.l lerts, e Lrogght

alowl cither Ty Limitinger dive antegorier of Foo! pessiited to contoin b addstawn or iy

lowesrim: the hl...nT ot of tue alditive ik o pattioulor Socduinl’l,

It srems to the Gotbittec thaet for gome wbditives the wae lewel is in ercean of thal
penasnary Lo ohicde Lhe :1r_-1.i1."f,-'l G eel el b Commanbleo pepperto the woriting: ecroun in

its resommendation ksl o ware rigeroas appralssl ef Looaielesian? meed thandd e ardnretokaan
in defence of the oalt!y af 1“--5'-,':1131,”;] woernni o v ool pllitives, L arobles 1 nct
chly redevent Lo "wliores™ el has Beot dlucusoed in detall in Lbe Junoailecfsc Guldelines
for thie Satuty Awecumieal of Pood Slditivest.

Howovor, tha Uommitts, is nct edvoegTing: o pemarel leworin of peocant Lerals o additives
unliaug o Fonimoenlel :r,:-;:ru:n:,l wbion of 4he eflectis to o andesstieas Too o coentewt tha

iwpeEars
IGO0

in parcindiasty
1

Commitlen hau zoeme groarcis Do bBelieving: Lial e wee of aliltlzves whcae rol
radinty to Le srcansiepbic l':rl'.!..i'. colonringg n.:'L'.f::*:_':! 1o boo wolounre b
groards for opeducine thedr 1ogestion bo Loe abscluls mocsocgn meons

relevant Tor subslenses couuing the adversze roections of the lepe presently umler digolssicn

Whese Lhe efTowly notoeld e pectiselorly cwrere o whoro boe eftest e wi-deeprend i the
populotzon, Ve Croogitiee i5 02 tho opiadze than 2 tota] T oemotle sadislonce in gquesiion
shouli be erwisagem!l as the altioate relustiion 13 cue.

Loucl faoi padlitive reprocents a specrgl prolilen oo tie Soeclo—econnsic Daotors narraundieg
it wie nave o b taken into atcocnt by the legaslalive suthoritics i fociding on tne
approprisle measares 1o be taken, Por 1his reason tne Coomities Bor Toten oo dcliboerate
dectsicn e Jwol it meivaice o gueslions of princaipic.

¥or practival rooanans tho Copmitioe desidiod that 1 Rel Ao moss arlaen between
wlditiven of Ten usaee ol abizdives 1 be ivdrclaced in i

Bitno s e wrarnry omotere o e prodion smna loe _.1|..11,..1,J<.a
: it GIFPTaaall e peerToes ST RN
wt Correnitten belieoves A Viven sgrreatod oF |'-rc:~.' s g
aduerue reeclisng coonld e —eate! Mor gllerco el Morrooer e Sooetied “I'”"I--..l wrn that
11l would L reasioiadile toosupnest toorn oturern Lhotouhers proatin Ter
caspiezon = witheol seilentaifie prost = tr'.=l.i arc o fhviee aleesly doin fooml oo
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preanat fie eerslon medlods sheuld oo app[ir:-:i, oran LhoyS dhee rouslta of Lrean tenta

soueh pafliclently prvaactive.

Tieg Conopiilec Sompniern oL copenti, et s wwloeadr copey iewdog? oeed EK_:'JI}lf_E'lq:.i b T RS P It

the pesclycag al e
su bhst oo omesndnclal cvcdustaun of thear awsepteizTity 10
Dommeites omiesrae: Lo conclavaen of Lhe wwrkins groap ti
tunienental need For rebearch to be coerried ol oop the opd leeinlasy o, o

szt ivity sl inbolerseoe Lot piegnt Le poesadzed by sl shilddires
nare conaly 1re Roreavor i
atb bheree Dsoen de e leate o0l

i in wrgochanamu

concgrmd, inodversn renstions lo fosd slhatives.

As lao often been stalel, Lnosny teeloslemesd evalualion the material terted shewld corfern
te an sleiusle mpecification, In Ahe cawe of Tallerw" pasliealsr sttention coomld ve giwven
1o tie puusitle eftfeoly of cpec:fio bopurities prosent ik the adlitive aod ta metaboliteo

aranisbe!l with a1 sincoe ftheis jreseneo coald be the Caclos determining the adversa offecl.
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The Cocaitten wendorucs bthe cenclucions off the Commiastop's @orsiag rroup on &vesdno
rezctions lo infoubed gddativeo,

indivpgiion for coor
iticoer.

The preuence of odlilives in food showld b wentiorel by o spusifi
sdditive whoeh in 1formgbive o Lhe concuaber adl the sediicnr prac
Somore rigornuc sporoical chonld be soderthien on the technelcicnd neel Cor o food
additives wit o vwiosw 1o i reddustion o the total lagreuticn ellber 1o lowepiogs peonitton
Levedia or Ty lawitim: Ahe nembers of foodstiof s in sl they oo peomizded.

£

Ir weospeol of Foud addilives 1o b aobredoced and aliibives: alves iy ie oune surpectod of
baviog an rflect on senitticed indivicusls, leols syvtes:s toodeteert "aller enicity™ should
be imolisde] bl toxioiby socectienli.

How mothadle nnoul §oles devedoped to cusvocs advorse reactives of haperocnsiiivity amd
intelernnee,
There 1o oo wmwesizoade gl Fomiamenlal need Tor oroetearan inta the coodendiolorry oand auae
mechsmuns concerine] in wivarce reacticns o Teed oinitiven.
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3 WTROLUCTLGN

Allereic reactians o Sorlals fewds are o lenyr recopmaiesesd prodvles.  O0ten an iodivadug,l
%111 'feoelt that o particular food doen oot agree with him and will savord caling: thatl
Fool {a.7. erpem, milk, shelllick op plrawterries), The inersasing replaceocont of frech
foadn Ly mpowfacteres 'comremence! foods haps bean accuvopanied by the wuee of feod additivea
[Fagre prevervativeu, pnlacaidantaz and eccleouring J:q_anu]., Toe realisation that &icilar
aiverse reactions can alse bte caused vy much additives, in suwsceptible wal jects, hao
reaultod in queslionicy their vootinued wses  Proopted by the preacoupations of it
seicentific aduleers in ihe food, phatmaceaticul and coscetic sgctors the Cuamission
decided to et up thio woTking group to peview ond report on higpersenciiivity. Adversc
reactions to food additives flso inrvolves drags oand cosmelice, slace mnodt componcirbe wsael
in the formuolatica of dmugs and esveral used in cosmetica are selacted becaune of their
toxicglagical ¢l earance ror eafely-ic—use pe fuod additives, Discuasion in thie poper
will deal maioly with gdvarsr repcticns froc aingpesiion of Cood odditives, in the Rope
that it @ilil be possitie Lo derive a common pulley applicable 1o oll Foad additives,

Wt much thatl ie said will Ve applieable to pliammaceuticnl products and cosmetize.  Tne
term wllergy ie often wsed for nny adwverdse reaction resulting froe iagestion of o
particular feod ar adlitive, Howerer it bBoac lToes setpbliched dopt, deospite their cllinical
similaraty, such reackiong are of two different typus — trae allergy {or nypersemsitivity)
which resulls froa an iomnclopical oechorism, and inlelerance {ar idigsynoecpury)] when no
immunelegical basis is apparent. Cur soderatanding of theas cechanivas iy indosiplete aul
limited by a lack of apprepriste laboratorr teste.  Hevertheleas, it seene thol moot
adverse reactiong to food adlitives wre vpanifestatiens af iateolerance Tather Uian allergy
Therefore we Rave wied thiz more opecific tetminology Whonever poszible. Lut Lhese
adverse reactionn te food ore stild  likely to Te congidered as "2llergy™ in ooy federsl
discussion of the problom.

Definitions of the torms uwsed in thic rfepart are sttached ia pones I,

ULIRCT AL FICTLUNE

When the additive guire aooese icte ihe body of o seoceplible cubject, irrespective of
whother it trigreers of 7 oan immunclegical or elioer mechgmen, 11 produces ciinical
mpnitteatations which coume o wery variahle depres of dizcomfort. The meat ok
mamifestations of intolergnoe or hypersensitivity coouwr in the respiTatory troct, oxkio a
and jut, but atber ayatecs suck ar the nervens and vascelar syalemn way e affoeted.

Ire any iodividupnl tée torget organ pattern 2o labkely to Le rather conusiaol.

ki

It iu provable that hyperaenaitivity or iozeleriowe o food pdditives oin be Gl Fested
in the skin in a variety of woayc. Teskes which aliculd be considerod as podasivle skin
memfestations of such renstionn include ecuensa, parpura, erybbows cultifomme skl Flxed
druyg eruption. & relaticnsnip between pguinine ingeciion amd purpure bBags been doowsund ol
in ascasional patients Le.g. Belking 1967 ser aluoe roview by Baylun, 1GTa) . 5 ocane af
recUTring purpurd dac to tartrapritn: {{;]:“iq_:|:-1, :I.'E-_'ﬁl:l! tortraring i Lensontan I:.’h’_u'n'ua i
Champidon, 197490, and seven palionls with purpura following; imgestion of azoedyes 20d
tongopler (Michoelsoun et al, 19’{4}, biave aloe Leed repertoils Ik the outlerest of "Tutcl
pargarine diseose! an the late 19%0:  the erpiboms mcltiforme=like craptior which
developed 10 patients cengsacin: 2 parlicolar Lrand of coargarine was adiritueted to e aon
of u novel emulsifier (Feli and Mnalien, 19617,

vontact dermasibos due e additiven in focd oand dmoss nae been doseriled onl Ls rare
(Fischer, 197110 It as sore ccoen Proe pdditaves uned an tepical medications and
covpetics [".-."1]_'-{1::;;._;-1.1, 'I.QTE:I. Hut i1 iz peesible, wnl irn sone inslacces deosonsicable, oot
frgrostivn af the senailiser §or o relotod cross—roasteg coapounty woy produce s Tlueeeup
in o the ceptpet dermatitics. Such A witcatien moy cofur with aze—dyes, articeidanic

(e.e PHA anl BAT), prescrvatives {e.g. parabens, serbio prad), Flaveurisgs (g

01 fnhamat, gquintre) or stabilisers feos. etnvlene diamine hydrochloride) where the
pengibicing widitive is vssd in phartoeeption] preparations a.nd.;'}ur' cometics an well ae

in fumd.
The anly well defined, corosr dermatoses an wWhach present oridesoe ougguets foud
adiitives play o sipgnificent part are chrondc urticario wnd angio-sodema.
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Urticarin iz o common symptom, likely to afteci one im five norsons at zome time. The
weals are due to histapine relepss, wiich in acute urticaria ie often the reswlt of an
allergic reactien to o drag,or food,  To pecurrent or chrosic vrticaria, the aituaticn is
more cunplicoted,. Certain foods and deisks orve merticned by 300 of paticn®s ao pousible
apents which worsen oy provake their urticaria (Juhlir'. 1981, Soeveral studies,

testing for sach hyperacngitivity by provocation teuta, bhoave aow beek publianed.  An
urticarizl reaction to an ard—dye, tartrazine, wea fira: repuricd oy L SOy {195*}}.
Lacter and Yeers (1968 found 'thn.‘L sumr of their aenpirin-senaitive paticents with urticaria
pleo reactel to fartravice, Jublin et gl I:lﬁTE:I Foand this true for 7 out of 10 poticnie
with paparin antolergace, 3ome glao reacted ta benzeoic acid and jta derivatives, Half
of 52 patigonta with chronic upkjcaria reacted, with urticaria, to differont azc=dyes and
Lenzoic acid cimprunda (Michaolssen and Juhling 1973). ‘Phe dases used for provocytion
tests can be extecded by normal daily conoemption of food and drogs.  Imvestigation of
34 patients witk shronic ueticaria frem 19f4-1979 I:Juhlin, 19?31]1 wilh warious caded
faod additives and placebo, shtwed ot least 31% with positive provocniion teslo.

Azo-dyea {18%), benzostes (11%), aspirin (228), ammatto (105}, Wi, a0 flﬁﬁ}. quineling
rollow (134 and yeant I:ilﬁﬁ.] Tormed the bulk of the posilive reactions. A broekdown of
p-;..u‘t:we reactions obtained in p sdimilar group of patienis Iy !Elkl-:-:l._*c:ln ol al (14%78)
shiwedl the followin: percentage proporliond: 2&.- for ar“m'ttc-, 1L34 for turtramine,

Ipa For Sumoct Yellow, 165 for Foud Red L7, %% {for Anaranth, "_':r.m ar Tonceaw R, 12w for
ecrythrodine and 144 for Brilliant Blua. ‘Thers are naoy <ther reports of reacticn to Foad
colours in patients with chronde urticaria, It should be neded that altbcogh mast
attortion kak LGeen prid to tartrasioe thess stuwlics show that 11 1o not only tartracine
that cavses ckin rexetions. Patlentsn witn chronic urticoria bave beoo chiown Lo dmorore
on & siet Frev from aso-dyes and prescrvatives [Taune and Gramnali, 197%; Hos et al,
19746, Warin and Swith, 1976; Dowrlas, 1997; Freedean, 18975 Budzizi, 1977; Awgast, 19795,

Flospt patary twaet = agthmay rhinitis avd nasel polyps wre the osein sysphboss. aupirin
has bLeen kEacdn to couse serdous reactions in sooe patients with sxthea since 1919 (Cocke).
Patienls may have rhipitls ool naesal pelyps proceding the bronchoconsirictar type o
fanthmatic) intolerancs to aspirin Ly murdhys or vears. Aspiris scesitive palients oftes
sheme intolerance o ether amalemesien {Switk, 19710, Spoer (1993) ronarted that colouring
I, 111.(_,1*5. can precipitate an aslhmgtic ptteck, Crosc rescticn to farirpgsine io phoudl 8§ 1o
lj‘.:- of aspirmm-pensitive asthoalie patients has beon reoerted by doverpl acthors {L.h.
Gettipuic et al, 1947 and 1‘;?"‘_;} Himilar cross Teacticos with various bensoates nuve
alfe Leen foued {eupe Juhlin ot oal, 1*;]‘]‘?:}. Poeemuall (2977 tested S04 nationts, wits
asthmay ard rhinitie, for eyperszersitivity te foed aolooriss eeliers, pracervatives =wod
amalpeoits, Heaviion tc al leasl one of the subslances ttcarred ain 106 patients, Lo 33
nutients reacling 1o tarirazine, G uhowed intolerance to asplrin and 3% to soddwr
Lenzoate.  Although wielary ireriment wox Found to Le elffective io somo patienli, in
preventingg craceriation of the disease, on the whiole 1t dad pot 1ofluesce the sourse of
the disesme, or the need for medication. Steniuz amd Lemala {19?5-} tegked 140 aathiratices
fer reaction to aspirin and tnrtracibe. Moot of the patients wing reactel 19 tartrarine
alee remcted to aepirin, and about obe third of thom were able to jive a history of
reaclivn to folourimer cattery ibn food and drinkg. Woile iwvestigating paticats with
asthma wno experienced attackes skortly after ingection of cramge soft drinks, and apreed
tr underpc challenpe teste, Fresdman f19776Y fourd that of o total of 14 patients, 8
give porltive tapte te sulphur dioxide, 4 to codium Leneccate and 1 to tartrazine. Thia
12 the firut report of asthca Collewing inrestion of a beverage containing sulphur dicsicde.

Imrezligation of chaldrea with asthma sugrests thndt hyperseesitivity or intclerance to
Tood gddytiver fuy e leds <omeoh. Spsar fly58)} dezerited reactions to tartrasine 1o
whaldren, Lut Vedamthan et al {(1997) found oo such adwerse respense aftor tartrazine
provesation 1n 5% asthmatic children., ®eterballe et sl {1979) fourd that caly 5 eut of
48 asthzatic children had positave rescticos 1o Aacpirin, bengoates or dyes. Sasilar
ramultp were ohtained by Weber {151']"';}} amengs 49 children. Only Syvenen smi Dacknan fl?’i’ﬂ]
hawve reparted a situmticn eimilar to that obtained io adalt asthmatics: of 32 children,
AFE shiwed intelerance to aspirin, 188 to sodium benzonte and 208 o tartrarine.

Oiner plirical manifestaticns

Althoupn 1here is definite evidence that allepgnc or idiovsyneratic reasctions levoludng
the @i and reapiratory tract can result froom iongedticon of food additives, this in mot
the cape For adverse reactiono inrelving other Eystess, such ag the dipeastive or norvous
aystes. It muct be emphapigad that in meet of the Fellowing clinicol dituations there
1e little data te support the dizgnosis of adverse reactlons to food, and even lese
evidencs that the symptomsa are the result ¢f hypersensitivity or intolorance 1o food
additives.



w) Araphylaxin is a wery serious forw of imwediatc immune reaction in whick o etats of

k)

gereraliced shock cccurm and the cutcons can be fatal. Anaphylactic reactions do rot
often resull froo food ingestion. They ere known tuv kave oscurred sfter eatlag fien,
epru and celery for example; and very exceptionally have bBeon attiibuicd to particular
food addatives [Lockeay, 3971%.

Guaplre=iptentanal tract

The confideration thyt adverse reactions may casily affect ine site of emtrance of the
foad or sdditive, sumgrests that thoe gastro—intectinel tract may be o moior tareet inm
hypervenaitivity or iwtclerance to food and food pdditives. Hawvva, voeitiiog,
diarrhoen, abdominal digtension, paio and bleeding are the coomonest eyoplome ascribed
ta auch adverse reactions to foud, These symphtom® may occur alone or in ausociation
with Tespiratapy andfor ehin ddslurbanees, Whoen enly gastro=intestinel syoptomn oceur,
the diagpnesis of an edverss reactlon to food may not be at all obviews, cince identieal
eycplons may rasult from chexical or micrebiclegical cantaminaticn of food, oF Bome
psychalogicul problen = furthermure mild gastro—intestinal wpuety are patt of everyons's
experience and often igrared., There is therelore virtually wo infomsetivn about the
insldenco of uaccaplicated gastro=intcestimal canifeotations of food allergy eor
intolerance asgociated with sdditivec.

Horvyous Byafum

"Allergr' heo leng been repurted to be o cause of hesdoche aod migraicoe. Out of 100
patienie suwlfering from “allargic" headoche, food waa founl to provide = relevent
allergen in 87 (Howe and howe, 1972}, In patients with chromic migraine {3 %o 3
attacks o wesk), diate aveiding the most common allergens may be offeclive in Byl et
andes [Grant, 1979) — and uze of the FAST, teo detact specific amilodies nas bheen
eufgocted a5 a puide to appropriate dietary erclusicn (Monra el al, 19307, Ilot
ardditiven heve net baeon speaifically ipplicated.

Hynerkine=is

Parposcless overnntivity with cenzeotrating and lesrning ditficuities our be presernd in
fram 0,045 (Rutter ot al, 1964), to 1.19 te 5 of young childenn {licehiest, ol al, l_EITE-:I.
Butk nen—secientific and sciewlific spooulalics on thae cowlition siems Praas Pelngold's
suepTasticn in 1973 that dyeg, pretervatives and clher additivec aueld e resporcitle.
Kizs claim that a dist froc fror arlaficial fosd celouring metiors ool Slavocrings
produzed a drematic aed rapid dpprovement in £5 te 53% of nyporactive nhi ldren, has

not tecn pubatintiastel in dewnlo=blind irials with foud cekouriog matfers.  Plovouringe
have et been zimilorly tested. The evidence is well reviessd b Liptan I:]E",l"-_',“}l. ERTETEY]
sluedics in hyporactive ehildren wsing bolus doses From 26 1o 250 np of calouring:
mutters lepd ne unpport for Feiegold®s hypothesds, z=lthough 1t wes ajoarenlly noovinic
to demgnstrale wpairmeni of vismial trocking perfarmonce (Crmers o aly 1 E] ari
eopcenirating abilily [Swansen and Kimvbewrnce, 1990,

Varioun other peuruldorpeal syndromes ond symptoms hoye been reporled dun to food
"alleray™ [w.ge "allergic! lension—Ffatigue eyoirene; mogd and belarioerel @anturlonce:.,
traveient pevesic and paracsihesinc, visizoa pnd vpeech abaommalizies, eta.]. There

iz l1ttle evidence Lo suprort theae segrertions.  Welss ot ol (19¢60) repertod thel ool
of 22 children with bahavicuryl prablems (other than hyperkinesis) who hed provicusly
siewn dniproveacat on an eliciaglion daget, oo child aped just ameler 8 vesm: old wes
cEnessed iy ito mother te bpre reeponded positively 1o cholicenre with = blend of

T oartiTicie]l coiourityr oatlers,

1t woyld therefore e fair 1o stele thal there 1o no pood evidenoe to suzport Peisggald®s
bypothesif; Tt i1 ig perhaps bol pessible to gove all Posd addiddives o moannletely
cteaf BILL in terma of belovioursl 4oxiciiy. f&ee Ieport af the Netionei Advizary
Comcitiec on Eyperkinesis and ool adidativen, ]950.}

Uracernite!l ollere

Sinze thy origiaal weport of Duke o 1928, the posuibalaty tuad Dlodder crgency,
Treyuonoy gul airamymmy Eay Lo coused Ty "adlers™ to food and addidives oo Leon
repeatedly reperted (Horeek, 19763 Dickey, 1977). The oclens acd opass of 1he
tladder rerulting frem allerpic reaclions have beon claimsd 0 be respoensitle for
irctmplete anpiying with subcequent recurrenl infeclions povd emrocin (Carrerd rnd
Faleski, 19770,
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The pregsence of Igfl in gleomeruli of Some paticents with nephrotic ayndrome {Baranutin
and Serter, 1671) nes imiereated those who Belicove that dietary allargies cay Lo of
wnportance to wregenital pathelegy,

e} priicular and muscular alleorsy

rallery™ to faoed and food additives ag o caves of urtwr1t1s wri arthralfias, as well

aa of musctular pain and fatigoe, i ofteh reported. Verying deprecs of igpicvenent
with elimination dietes have been deacrikbed in patianls with interoittent h;.rdruart.hr.:_.;;j,gl
natindbromic rheamatios amd even rheumatoid arihratio {oee Rowe and Howe, ly72}.
facentiy, hypercensativity to fartrazine ac chown by pecitive RaST ou synovial fluid,
and by pesitive challesge with toe dye, hac been descastrated in a patient with apthas
and patn and Swelling in ihe knee jeinta. Syaptoms were completely pelicved by
puroidance of tartrecioe in thoe diet, drinks and chesame rae (Weanth, 219507,

f] Qeular ellermy

Geptact dermatitie of the eyelids rvosulting from sdéitives, asa well an oedemn of the
-le-;..-i::,, conjustivitic and corneal patholosy causcedl by foed ulnerm howe teen
revigwed by Fowe and Howe §1972).

g tar allorey
Food allerpy has been ioyoked as the cpuoe of sueck corlditicns ae chroric exwdative
gcreus otitie exiorna, Memiercta syndrome, aad impoired bearivg dee to ocdematous
biocEage of the Dustackian fukes.

e
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it ig olrrious ¥Yrom tha previocus seciions thal it o difrfacelt 1o 4;:.::.:944 e psber ol
cnken of Tool 1n1._:._ﬂ_} wnd intolerange Riveg éligynoain is lavmely dopeond tenl on bhe
sl jenlive r:et.t eain of Riolevy taking, cviiminctlion dicte and elpZlngee ctudies, A
plmimun of Ga: icr ool alleriy 16 twooested 10 a fefent Vanish Keport {TPocloen 15587,
poneret=laatrin an? Grilliat (1979) sugmre if 15 of the population tawe aliergpic
nrohlers 8 wall Lo exlofesus, 59 om0 T, ¥ obrenehial and omly 0.5 te L.l digestave in
prigin.  Tris last figire agrees wits "Seitie eztinaticns (1074) of less tian 1. Waen
11 pomes to tryicg to nouess the frequency of allerge, or intelerence, 1o Cortaln Cond
wlilitiven the prebles iy ewen groatees; »ot thone wno heve to realoete the uee of thees
additives meed fo kKnow the size of the preklem,  bBest of the rood sied-es boave boee
carriod vat in selectedl popalstions; and more inlermation dp wveilzile sn the coloorany
mattors in gereral ol tartrazine in particuiar than for other food oddijtives.  The
froquency ©F tarlrasizne vensitivity anongot the allergic popilation, as detonnipned oy
' alkia or challenge tepts, 15 wery varitavle. Jublin bag reviwed the literalure for
! poafermation ard vsed this with nig own data to ciloulate the froguency of adverce
repctichs to seme af the food adlitivens Jut ke points out thoel when tne dianocay of
iptelerance or hyperschnsitivity deocnds wion provocation feits, tnen the recordeld
frequency is vound To very wWith selection of patienta) and fosape, and o the
phagryation times vaed 1 the tesiu,

Food pdditives toduced urticarzs or mgrde coedena inoatout cme ftlaed 1o hald tne paticents
witw raronis urtioariz.  Mreo o this it owos nodewlpted thet inoa poapeletiown of 20 malias,
acilitawnn wall cnewe trticaris cach doy o in FEE people, and thet ewch oy about the
vegnge kel & pptiacts will e soeferred Lo oo shecialict beconse o thelr censitinly o
ine 1o the moul coscaiy Lested oooeize
wooVTUT

pdditavese  OF the andivadugl gdditives, Sartoas

It pave poziiive reastions: in from 5 te abi oF potients. ther ans—iven on
% ot pf.-_f_'. ]'!u:,:_:j_'l.'_x'r_':':l atnd the matural eclowrirngs metters, onasiiop Jrom oo 2':.;:. facarns ot
presereatives; Tensoste: are the moot frevucndly Lested, snd gave pontive reectienns in
Fage b Ao 40 sorlas n:Ld pezitive reactiors were Foumd in 6L of watients, amd 1le
netiovsdants B wnd BAT gave frew la=177 oogitive pe=slis,

When ganoidering astbmg the £a0la can e sumtariseli— The provalence of asinoa ar oislt
and childnocd populations iz wery sicilor (2—&% ani 05100 respectively). Twtelerance
1o anpirin iy e ll resosniaml amonst gotbmatics — the fregueney iesrestoes witen Inoressieg
Age,  Abonk A1md oo putients show intcleranse; unlesd pevers asthoatics are treataed
Hoparxtely, when 16=18% are intelerant. Somo B=2de of anpiran intelerarnl amtrrataics
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eirers cronnmpeantivity with tarbrasine, ane 130 wite wariuns Lesposton,  Amownat 48
citiliren wilh wsloma, aupirio iatoelerance waw fuund 1n j_'!.‘_il, a! nertitiviiy 1o Aoiiue
wbe in 1"*-.:- ard tarirciczne in z-Cr: I:I'.i_'J"J.':.Wr:Jl ani Haovknonn, 19’?5:. Thease Froureer Hawve
1,.-_1 Lie comperal wilih o zors ancidense of adverso reachic 1o tartearive Foanl by Vedoantaan
et oal (1977, amd thone of ﬁutorh.ﬂ.;u et al [I970) wiowe initial teetisy: B-l|.vi':-~.1’:.l thnt
daloef chiliven witn mstima showed intolerance Lo aspicin, boHsasted o dyes, but an
couble=blin? relestin with placebks foomnd only Bove  From thic bashgreand anfermatac:

1t wan rewily caloulated tnat in every L0 cillion peeple, sbout 40,800 will hoee
intelerance to aupirin {U,300, &,000 to lertravine (L0800 a-:!-"'- 000 te boerzeates (020350,
Zutimates of the ineidence of tu“tmﬂ:tna sorsmitivity in bhe Whele Frenck papalotion hipre
bean cade by Pelleprin {19790 QLl3ls ard }{unnret—vau ria; i ;pl f1520): O REEAS

In ihe Danicy vbuliy reported Ly Poulsen (2940} & more eyetematic approdch wos uegd in
o ptiempl to pofoos the Crequency of reactions to food additives.

first the froquency [one year prevalense) in the gemaral pdult smthd‘tlunf of sstimu, all
year rhinilis and ehronie weticaria wus determsned as being 3.85:, 1.9 and 0%
respectivelys Subseuentiy the Srequency of gdverue reastions to Fosd additaves in these
rolected population groups was estalbished by referency to areviouas provecalian testa
wils focod colowria matders and bBercooates, an the basis of cross reastivity with aaepirin,
From these dmvestigations, the fresucncy -::f intolerance Lu fuod additives in the Imnds=h
prpalation pamel aliove 1A years) wan calouisled 1o be of the order of 1,000 par million
$0.15) Tor beis warlvazise ard bencoatos,  These Urepeencios were considersd Lich by
Danluk allows apecinddsts {.{mc‘. an oeyrnlieetion vas of Tered In the focts thot there was

A Bipgh frequensy of capssie urticaria, ant thel the doses of celourings meliers, otinr
thar tartrazine, wsed In tRe provooptoon tesls ere sbove prpoected Tesweio of dally
intokel. Bt dley rvee wilkh o eonrisgtion of Julon's fimaires, conzouleted froen food
sidiitive nemcitivity in chronic urticaria, and Lartrasine ad bencooato sencitzweity an
dalitma.  Ynorciere woen atienotios To deaniirly the srolzem of adverie roactanan Lo
Fosd adaditowes, 1% 1w only poseible, on ke boais of present wdcraatian, to sggemnt
a whie vabee of peasible Freanonci e {.;_:J:'.I-i coly For the wost ooomen rapifestelicnsl of
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Tricrstozeiing: of too poehziann of foal pdditive aclerey or intalerenee docn oot eenm
arcesunry Cor pdgertainingg the fregaepcy of Loy osndition, ooet thun peeridang tome bosin
tor sumaletary deeicionu. Hoerver, booanee tho Siagmpoesin of ouch "alleroy” i Gasesally
Fpresise, iafvomndoon abned Tregieney kas el Doen oecctly oblaineic Weie arteation
will wunly b 'J:::;:T"J-.- wron dimgnesdas tesls bpoone rracaly avnilatde whiohoare aimples
and mare sronrabo then Wi present eubjeclive cetboedo. Tern 1o tuon DT depornl on
u4—‘t1.er I.LI".-LI.I.I"[.“,LE," reoof the cpuse ol lhe awiverre cexnstion. Pertiemore el ppracat of
r,_ mil Jr*‘ll,-"'t\“ 1 vitere malel spsless wo test focd corponents for polential allergenicity
inboleranue] depend on underalantin: of tue proceraes drenived, fyernfere o Lol
a reulatery ant e puecly sedentific wicwpeint, 2f in i=mportaort to dry Lo elucidate

e hmcobhaiaan of Towd |::.'|:|_'r:1|:'.:'|_iij‘t'i"."i':_“f aln] inleiarsaaco.
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hher than the obandard eubjective nistery Laking and elimicationfohallenyie procedurss
for the digmosio of delayed hypersensitivity to food henome geberally available.
Objective leuls used to detepl immediale hypersensitivitr reactions inelude skin dente,
EAST, wund basophil degranulativa, Unfortunately the resalts frem those $esta do not
ulwaya oTes [e.g, Pellegrin et sl, 1976], It appears that melscules such an acetyl-
grlicylic neid ard tartraeine do not act au haptoens; and TpE antibodies do net esem to

o ieyolved in adverse roactions to thas (Welitman et al, 1%76; Bermctein ot 21, 19789,
Nowever Heliky et al {1970, 1979) have fowel evidonco of corrclation hetween eerum levels
ol an [gh tartrazing sEpecific pntibody und the clinical sensitivities of a group af
rationte.

The ertact mechaniomi{s] for mdverse reactions to food additives such as ezo—dyes and
Benraates io net anderstocd. Since cress—reaction to variows analpesics agnd onti-—
jultammatery druge oocurs, as wall as tu aopirin {o.og. indeacinacin, phenylbuiazons,
mothsnamate, ibuprofen) intolerpnes seems probable Tor most patients. 4 checiepl
roesemblance egn clearly be Esen betwsen benzoates anl gallcylate. TH ooy be relevant
that tartrarine undergocs clepvage io the intesline inta pwlphoanilic acic and o pyTuzalone
derivative. Nopereld autran ol Rl {l'i}ﬂﬂ:!l suyrgest thot the lotter substance ooy be
concerned in the repction rather than itariracine.  Sooc aso—lyes aun foro poiline
compouznds which could explain their creai=reartion with presamvotives {walker, 170}, In
aszthnatic acpiric inteleranoe, an abnorsel Llecking of prostagisrlin B2, (which iz a
broncnu—dilator) oo Leen proposed as o psseible explanstier [Seltimane et al, 1974},
Such a mechanian in avlroa ceamy legical rinee drugs which like acparin induco urtisaria
gl aetima are pluo goud inkiblitors of micrcsemul prostapglondic cynthetase, Lut weakes
irpititers of ihis emeyme [like acetazidophen ard naelicylomice) often fail to produce
gymptoms [Szoreklik et al, 19749, 1977). Tw viplain why some neople react adverzely tc
anpirin=like drugu while cthessd ioprove, an widerlylsng  obnermaity in a metabulae pathbezy
ar of o porticulor recepter rast e poetulated in sensitive patients.  The adverse
reag®ion: to lurtrazioe secm not 1o be oediated thongh an inkditition eof prasloglandicn
gvnthesie (Cerber et al, 199). The latter Lelieve that turtrasing oenoitivaty 1u co=
exintont with that of gnpirisn and oickl weve an allergic hasis. Obvicaaly, cuch work
uceidls tw hie dang hefore dippeestic tesle Por byopercepnsitiviiy ant indolerance to food
additives will cperaie frop oo firm factual basis,

In the cantext of imtoleronce to wapirio ond 1o tartrasine, toacre in some gvidence thet
cofmeteicl iopurities moy permaps be respranoible Per the eoffents produced 2n sensisive
nut:iccts.  FBunmard and de Wsok I:l?",’.’:., 15975 have shown that fwo imperitios I:.;';v:et,;.,rl-—
:;;liu".,r].j,-:,: :u'.'!|:,.'-ﬁr'i..ji_— el al{".(_'h't.yl!:;-;:'il.::,1I.:L1iﬂ|\rliﬂ E'.C.‘i.'i:l l'.',(W.J:IL;-:I'I]-J.‘ proneat oan cormoroial
aARLTIN are capalic of preducing: the fapsation of sglacyloylespecific artiboiies en
erporinemtal arimels.  They rupeest toodl vizilacly the antilbedies deiected an o cumber
of patiente with aspirin intclerance sre diue Lo these lepuritices and rot e
acetylualicgylic anid 3teelf, Yoderer Junlia et al {]‘9?2} found thet pcetylsalzeylac
achydride 413 pat proveke urticaria in aspirin sensitive patisnts.  Monoret (19id3, an a
papor subditic:l &y the BES Insustrics' Colvers Group to the Coaciesion, deeeribed skan
germitisation irn the puinea—pap wits dmpurity in & preperatyon of terirarine; but the
clirical Pelevarce af thie finding ies dowdiful.

One fined peant concerning 1he cechamms of preoluetisa of Foed (Ilevgy or iatelerunce.
Althougs the zghnommal penel:o bases postulated 1o exist in seowitive oubjgests way include
for exanple an interent tenfeacy to produce TgB antibedies, anifor & defeet §n the metabolic
pathway of prostaglaniin synthesic, tioere can e Litlle doubd that cencitions io iie
gavtro=intestical trect itnell mast Loflwence the fote of ingealed "alleggens™. It way
nat require deficinney of 1gA 1o have an iopelred locnl defence syston in the got, it
the nammal gecreticns are inadequaate op §F the micosn 15 hyperanzic or damaged, it can

be surmiscd that "adlergens™ azy mere peed:ly gein accoens 1o the pqut epiitelion or absorp—
tien inte tne hedy, Attention checld therelare be paid to sach feeters az dietary hatite,
aleonol icteke, melicaments, wioc. wheo consbicrine the prodnciion op neravetion of fooml
intolerance or hypersensitivity anl the possitalicy of mitiygating 1ip offects in
sopAitive individuals,
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T2 FooD ADDITIVHS

f satiuvTactory bagis for regvlatory desivion requires infemratien en the extent of the
clintcal manyfestationa and the freguency of sdverse reacticns to food addifivea in the
general population. Umcartainlzes exliet in betn areaus.



Frpre an o dunht pinet e cwintonve of silergy wr antolervance to Toud lditiven,
partrcularly 1n the form of eriicaran ond razpiratlory repotiens, w=hick oo L provoged

ey aryeral comnenly apel focd colouving: eattera, preceorvativen and anticoxi lanta,
Lowentigation ve Da: ouggrewts in a reanenabtly convinoing oanners fnal Bhe adc dye,
tartrazime, 16 the et covcaenly zaplicated alditive = but esore allowance cust te mode for
the felative Lsage an? freaquency of teolin of diflferent mdditives. Altoows the reactions
priduced by thae col taring matler ara uGoally of mild or coderale pevority, vctasiona]ly
Acvere asthantic oyopteme have been produced rogelsing intensive trestoent (Pellogrin

et al, L¥7E). Tne extest of clinical munifestations of food adittive hypersensitivity
croimtolerunes to foed wdditives in gensral, ostber ihan dermatelogical and respiretory
disgriers, 1s uicertain, For erxample, the relationunip between food additive ingestion
and benavivar protless in cqildren mwAt be questioned. It ia possible thot the preblen

ig one of wverwy Tuclh wider ieplicatlen thar aoemed likaely imataslly, and vne which would e
resolved wore satisfacturily by cepne olher than extensive dietary elimzrntion,

A seoond guestion off clinical jmporstante ig wietrer food pdditives are coapoble of intially
cauning hyperuenuitivity ¢r sntolerance, or merely of proveking a reactran in ocertain
predieposed or esusitised individealos. I additives were ohawn to Le zetuelosical ppents
in tha general population then thin would gproatly influenee the decisivn about whal

course of astion 1o recansient.

Tiere 13 no direct acfoermnplion gboct the iacicence and prevaacnoe ©f LSyperagneitivity cr
Irtolarance to food adlitiven an ihe penernl Foropeas popalatict. The avallable coidence
ig deravedl t'rox code reports andt stwlies of niskly gelected panulatzu:‘.s. Yurthermore it
fips oot Leow eotafulinted Ii't'::r.-u;_i-. wfipn ..u1,pcm_,1:I that reoma additives swen as tortrosioe
atE PoTE lJ'.-CE‘::' tio proveike adyerese yeaoticrs than otbora. The infomzatlicon reyuired hiegre
Wl d howe too1nzlale dzlsy on the reletave coe and ancunta icqested of 1ndiwidezl
additivens, s well as the results of challemye teols,

Hach of tte reassn Lor this lack of information lies an tne prenent incumplete
widerstanaa T ol Tee oechanisms imrolve: in cdveree reactlons to tood additives, and the
reseliing al n.-n e ool sultable disuestie testos,  The mechanioon underlyire: o reaslion maxy
e lmmunolegical [alzeray o aenersouwnelogicay [irtel £='"a.r“.-:L:I, Lus thoe sZimdcal wana-
Testalzons are sinllar and the testy at proucet aviaillalle do oaet nwecosesrily dieiingazon
Tetviens trhear twe dymen &F repctran, Moo avcdenee of o throsteld offoeci, foumi ozn
challemre teste wodn sone food zdiztiven 16 Jikelw to zndicade antelerunnes Tie oct
‘."”u there seems to be 2 kacher incrdenee of 1utolerance 3o addztives 1o oadults o
hildren is tnueghl o indieate that cocumelation cay ales ocoar,  Shiio eygdet le of
impustanze 1n ehildren im recpect of neuroloyrical mumdfeutatiens of satoleranee Lo
Feod adiitive:.

Indnabigs PnhGALG

2] Vridemiclo—

ﬁlhi-;;uh":'_ lne mhility of food additives to provome & veriety <f clamaend
manitontaticonn 1= widels reoconiees, trerc Lo a curpriazne doartn of Fant. A0 ban
.:."..r_-._l.-:__-,.' eepary R sl el lesce o toere 1o deprives '.|...|‘“|-__|‘:1_'..’ Cxan Lralatesd 2oge
renurls mul ulwiles of higuly selecled nupulatiorns, jocordingly, 1L iR of prica
lizportonee o colak) L rasbdonce ans provalenss of inlelerspce oF SyoerSensatave iy
o these celot ceperal Maronean popaletion. Several pemslation cororte
oot be o sowitel o oa coocrophionl Dabli Gem. France, Sritain, Seervionn, italw.  IT
an onrun eatsts e whicl no addidives are ugeily, then il would b zeloful ALED RI carey

LUT TSI e T st g pepulalien, Yhe achorto stulicd nncold be au
:’“-’.:_n:'-.-:;-_.l‘L._,.t‘w: af =he pmeneral nepulaticn as wesoibde,s Dienlly, toneomly sieleoted

vt unbk e S lavas L ,:'r_-:'l.g-;';ﬂ. |‘.-:|".:_;ID‘|:i‘|:..'i.._'u'l.r_-.‘.“E!-r linte esfonld e 1roluied, Bokh
prevalonos | lie mber of cndavaduals el oo sl p0InD i tise sutforing Sran
Liverse seactione o rood fdditiven) ane incidenme (the mualer develeping vymploos
reeT e iefined perioh oof trme) snculd Yo determined, 1o aveld errers due e cluatersir.-
i“ Timo. i conorto s their neleocluon sl e deTerwiped ater detan Lol

"
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KRR E ] oemi gl cend ctaticTaragmg.
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vedt 9 LRI L razporalory spmptons ans pesholoe reloliciwsiipn
i Doueoutiuanalres. Any hiziesy of
setrnniney contiot allergoe derotiben, rhiitati,
e Tumoprtitian to viie nisntesieny e will kewe
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to be mede of diagnostin lests despite their progent limltaticons. Hopefully
reyearch into breilc mechani oo Eﬂuu hal.ﬂh‘} ¥ill reeult an better ddaprnostic testo
bein: developed which clearly dintimguish betwemn reactors and non-rezctara,

Tasic methamems involved in toed additive intolorance or hyperseneitivity:

C T s S P s

ai)

al Understandicg ol the basic mechardems may be helped by locking fur opecific
differcooes in, for example, genetio and lmeenolegical factore between menbers
of ine local population who ohow A resction gnd thaee who do not, ‘Harkera!
gould include HLA type and Eerum lewvela of Igk, cooplerent factors, imsone
complexts, rhoumatoid factur, and muteantibodies including anti-muclear factor;
plga levels of cirvculatanmy antigens. Sieilarly, imresetigation of phormocol opd cal
mediatron for posaible informatien abeut neo—tmeonological mechanimme i yequired,

I N Ty

Purnaps these and ihe epidemiologicel surveys wall throw =zome light oo 1he problem
of whether [ood Aadditives are primary getiologicpl faclors ur agpraveting factore
in ssncitive subjects,

b) Specilfic informatien about the vechanisn{s} iovelved may e obtatned fron the
foklowing imrestigodions in roactorss

Higtaleo ami ammounopritale ~ Hippey with direct irduncfluveorpecence studies for
immineglvbins wnd complenent, and gpecial gtains for maet felle, in addition tu
routine hintological axamioation,

Lr_,:.ur-_gluﬁ-:- = Igolation of baptens; icelation anl purificatian af antigen {tne
conslatont presence of a partdounlar impurity ooy be relovant]: icmusnedifTusion
precipatin and kasmagglutination tests for specific sirculating I3 T antilodier;
radlo—lnconoassay For IaE I:Teaginic:l amnd IgD antibodies: lyhwphocyte transforcation
teats, and tests hpsed upon relegpsze of macrophage innihiticn facter {KIF) 4in
gituatrons vhere a goll-mediated immune responge is dueried.

Fhummacologor = Ta ptudy the reactions inwvelved in tne amtermediatc etames of o
reApomaci= pharmecological pnalyein of varoue blood, duringe lury and e%in
reactions initiated by systenic challenge, for kining and ofhinr vagoactive
poptides, slow préeacting sebetance of Ruapbylagise {SHSAY, hintamine, proctaglandin,
gerotenin; tnesbation of putienta! leusacytes with Foad miditives, and acetyl
salicylic asid, and meararement of the relense of histom:nc, prostaglagdias,

Shgh, hydroxy Fatty poids end lyvomal eneymes; panlysic of gkin eaadate {oktained
durine onsvt, development and regression of lesion evoked by systemic r:hallcn,-_;.::l
ey lewelsn of souch faciors,

Tora - ey wiy SPa, A Mg

Pharmgeodynaricos of acetwl splicyliic acid and tartrazine — The influcneoe af

Ei rin and taTtracing on pharmacalogical mediator relowse or Formaticon kn witeo
and io vavo need tao e vtedied. Appropriate din vitro models oenould include
antigen proveked histarine release from hapen gxin and leweocytes ond rat pesito-
neal mabt cellu, ami Lioeyathesi= of proetaglandins ard related compounda (25540
from arpehaidesnic acid by cveleo—oxygenase and lipaxyperuse Do serinal vesicle
ard gkin, In wive, measurerent of pharmacalegical activity in vencun blood, an
outlined above, Akould be carried out after oral challenge.

Paarmacckinntice af ag‘t;,'l pvalicvlig acid aml tartrazice — The sbsarption,
dictratution, plasma nall Life and urinary excreticn of tartrazine and avety:
salicylic azil shouald be gunpured in contvel anl roactive irdividoeale.

gintranafomration — ftienpts phould be made to identify the netavolites of
adiitives wiach can provalke adyorae reacticne.  An attemst shoeid alse be cade ta
correlate phamacokinetic findinre with genetic factars (sce earlicr seclian).
The anflucnce of aei=covalent bhirdings to macrorcieoules sach aB slhanin an ¥he
resttivity of tartrazineg and cther additives snculd he studied.

Slructurc=antivilty relationciipn = Shprscterigation of metasalitos aad conjupgates
anl identificatian of in vitra madelo ghewing gpecific reactivity witn foomi
additives opr derivatives sheuld enable Jetaile?d siruclure—aciivity relaticonabips
ta be estpblishel.




Tho pessible influenes of sey condaczulent apperite{ien) an ae aviitive, wn
phamrroologieal , as well my loesrological processes, shoeald bo armvectigcated,

il ] Mewslisenwl of amimal medpls

altpoudh: arimal toxicity data en food elditaves are avaalalle, tnese stludies g
not eften inclule teste For milercenic wotentiaz.  Ereplustion of locsl iresitore
putential can be achkieved usib; the Drasce test (i9:a) or a oodifisetion of ai.
The readibess with which a food wlditive casn induce delaved cell sdediated imgunity
can ba aveluated ueilng the guineq plg maximimation iest [Ragmussen mnd Kligman,
19%4],.  Awmimal modela can aldo he wsel For detectany: the projaction of immediate

{ TeR=rediated] hyperaensitivity of the anophylactic type and to reveal induction
of compicucnt=lependont aemune corplex=codinied and eytotoexic imeune allerpic
react Lot

Howerer the actual isportance of allergic mechanicos 10 ool azditivewevoked
rlirical ntates 19 wnrertain. Therr i consideralle ovidence te awrcrest thaty, on
i coptrary, norn-imoune mechanisms may be involved,  Toe avility of aspiTin te
cropoetrbate wealing in peatientes wath chiranie urilﬂhlld ia o wriely vecogniael Tact,
it bd o owidence of an ammane bosdia for tndos phenomonen s recoermieed, It Aeqrn
peoballe that an interasticn Lebweeon azparan and fhe arachzdlonsle—srostaolandiin
crnseade is invelved (Sullivan an® Parker, P97 Marsae ot al, 1979),

Tnus acy prical rodels and an vatrs teot syoters w1l cove to Le devieeds  Thwese
modeln would Le wselul oot wnly For stuwiying tre secramoeclo) of cliniezlly
indigtipuichatle intsleranee or bypercensitivity traciionn it would alse Dors oan
cosential step in the pufety=in=uwne ssoeastent O propdesce! pew food @lditives, It
wil? Be necestaty ta have Sedele weian cab oredict the Tikelicond of o particular
additive cousing 8 redsltaen dae 19 either allery ¢r sntoleranoe.

OISt TON
1akel? or 'nn”

Athcu s insalficaent Indenoatics Lo avallobhle o the Fprectienry o e pornral poprlaton
of wiverse rexcticons to food aliitiven, or of dne catenl ol The clinical camilestalion!
whick may e sa proveibed, to proeide an 1denl kBasis fororepuloatory decisien mAkingg, it
s Leen endalliaioed that seworal Sowd selbl (TR TN P RUTHTIN )
.':';l-'- Y BT innelopenme noadmagptitle dsdividusce who ooy oanaiituta about LW o
J.1% of Vhe populadion. Everyeoe bos the ot to Raow et vnere lendy ana o widilives
pre teeaent in foed) Jdvae fepmulodiann god ocoemeticc, Iofeemgtion on Vhe ooowr=omos: of
additives in feed and dres o o aatter of 4he utract ampartance o nciavzonaly wWha are
sunsertible 1o acverse reactionv. It scvers o Basic precactics therefose 1o pmive aiennatoe
worrimt by Tanellimgce It 1z ampoclbant that foe wordsns 06 el Snly elearly vieible, bl
alzo reaiily und e\*s:t*-l‘ iable 1o thne lay perscon 1.c. cheoloa: Ternoelase nee oot roegursoed, oal
o omatgestieonl o ompme .Lc”_.. crvthiruvine] or aivhrevialion ie. . £V, Ligeiner wilh the
appreardgte ¥ onenler (in Lraszoein? asculd bae soployed. o Oomenarat o renaement exialy
For iaramatzea to e pregvites alacat oll ;:1‘.1..; VEL gni o lgiradientls y-rn:s:ent 1 tast, at
Conulieration meedn Ta Lo orven T eapti ol pms -'arn‘!:.t- Lowidh e nrn o Sntellivg:
s meant ol gpivaws anfcomotlion bt in focic: Foroare 1T o1 onal o padrls
Anpateal bov Fooal TatwelTir cnn r:.,-]p T ir:- poating cut o n ooel
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It camnet e empuptieel Tod utrensly LaaT Wl 1 pdepaizred 12 Ladellzwns ts sriicete all
adiitiyes wuel = not juast lnove wooon appear a1 presceat oo beoeont F wenllo dmelTved
19 proveilas cdverse reasticon 1o ead I% Q= Jiwely tiet at e lesi Freepueatly
wor
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netritionsl scientist, ¥ard wililassd w210 A purely "aesthetic" eftect,
matters; moa whanh prorckoe oynplons of Glleresy or tntoleronne, Soould et e iopnioat
wevsl! sierkans be reatenal.le emougs o Loim TRe ase o sach coooure in foo. oeaevoer
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salety in diwcriminating: betwesn different droge but olner methods are alee pousible,

In thie cree banning cowld perhapse only esatiafactorily be contermplated i7 it were ponulklc
to prove that the risk wWan one of dndwcing rather then agyprevating o dieease obate; or

1f i1 were poLsdible to Lo Certain that the benelit derfyed from the vee ol culours 1g
medicisios oauld Do preassied by esbEtitoeting colour: <hich were net sizilarly canable of
provaking adverse renctions. At the moment noither of these premisse is walad. Huwiover,
bearing in oied the focts that a} 4 dope Tepncnes relalionchip exieils for the 1ype of
intelerance with which coiours such ae tartrazane wseec 1o be associated and L) ilal ene
arount ef a celowr ueed can vary widely, it would be reasoratle to supgreut thatl the amoust
af colowr permitted could be resirvicted both in foods pod unfin differeni druyr Terswulativno,
Furthermore, tartrazime {or any colouring apent mimalerly sble to prevoke adverse reactione)
ahould fe repoved from the formulation of any drug likely to be prescrited for allerpic
pubiecta fe.g. antikietamines, heta-Atimuwlatars, antibiutics] ar custemerily iekeq daily
ocver a Lamnr period of time By large eectione of the nopulation {2.7. conlraceptive piile,
tranmuiligere). OFf course, removing, redeeing the yuaniity of , or labelling colours

woirkd oot diepose of the simalar btut =maller problem with pregservatives and getiocidanta
[in feod, drugs and cﬂﬁneticﬂ], nor the common rick of allergic symptone arieing From
natural Fapd ingrediente,

CONCL UL LGNS

al Un the baeis of currently oveiloble eviderce, it is censidered thal the prescenve of
all foud ingredients, and additiwves an food, drugs and coamctica shondd e clearly
indicated by labelling. Furthpormore it is ewggested 1p the ease of Tood colouran
rattcro tiat the amcuntu wied cowld be conodderatly relliced; and toat ne coloupaing
fatter which can provaie et adverse reaction in o Beraitive individpesl, ehould e
influded in the fomnulation of Jdruy preparstions peencribed for the treatment of
allemdic conditians, ar For large eectiona of ine ropulation oo a long teswm bauls.

when furthor infcmcation 12 available from the resenrch aumgested in o) below, it may
be advigable to copnider if further aciion ie indicaled,

B Action is eequired to try ta prevent new addatives being ietreiocol anto feed, draps o
cotmeticn with o poteatial for provcking reactzenn due lo intuvlerance or Dyprrocnsiieeity.
Approprinte akinnd undfnr in vitro teet pyetems {for delestimy such potensial
“allerpenicity’) akvuld be sdopted in fulure toodcdty sasefmpents. Ideally zld
existinge Food ndditivos should alse Lo tested Cor allerpenicity, buy thiis wonlld Ll
quitn improacticalley bowewew, those suopected of provodiog advorse reactions ulounld
i anveSligated.

ch Pannliy, there s an icmediate rnd fundamcnral seed far regearck 1o be carricd oot on
the epidemaology of ) and basie mechabisme concerned in afverse reactions to food
aldrtives. Tnis w2111 incinde development of ddagnestac teste Tor allergy and intal evance
to food additives,
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Wicien, andr univeriealiy woceptslle 1t ot Flerent

languaged for swny of tue terme waed 1w Jicouceinr hypersenoctovaty and istaolerad o,

The fellawirg definitions explain the oo

pots snatewied an fhad paper, and are Loted own

Lorland's Medical Micticnary, 23in ddition,)

1, Bagig MHechaniema

alleipren

alleryr

"ol ln;r,c;_."' . nall u]‘ﬂr:n" N Mallerpia'!

aruphylaxie

fuatl y bees 22

nntigzen

alopy

dnlayed hrperroscocitivity

hant=n

hyoersensitivity

mmpedigte Ryperasensliavity

AMUEITY FOUpoIEE

a forei;a etbostonoe whi sl proyekssop emfal oo
2 :0nas

a byporagasitive sptate zvguired tprougn erposcee fo
o pRrticular allergen, roexponure Pringcing to light
an altered capaciiy to reast by oo inmuce respotse

e woe of guetobren sarks inplics bBial an the
rarticuiaor conteal [of gape o Tefocenne Sron the
1itet'a‘|.uru]l it ie wnalear whether st racunologivnl
cr other process ie iovolyed

an unesunl pragneratel alierpac reactiaon To & foreagn
pratein ar cther cubstaznce

ah immuroplemilin whick spooti ik the {numaral’
inTune reauaise cpecificelly wish the antigen,
allargen o hapten wnich induaedl 236 aynthesisc an
Iymphoid tigyae

any Bubstance which i capable of arducing the
tormetivao of actibedies and of reasiing: specifical iy
with thems

an kereditary preaisncaition Lo develop soae Dorm
allargy I:I'.",'per:;f:ns.ltj.'-:lty:l such au oanliong or pay
foyer: an urmasanl type alt pntiloly [:I"'!.‘.'J.r'lin_'i cy Law
clamu] 14 1mrolued

a Epeciiile amumanc respoense cwedisteed by opesicainantly
vrall lgnouscytes of tuymze aripa (ot aleo invsiving
matraphases ol antibodyt.

a samplo pectein Proe subatonee widick 1o only
camstle of ciumine an iomune response 10 It beares
coupled to a carrier nprelern

an alpsraal {ezamrerated) reactieon to x furei,ss
et ol Teotel Ly The lmcune resporoag o nheniagl
madiatars

Type 1 — ilomel:aba ppersenoaiovits reaction

Type 11 — injury iv proieced by an antiledly agaioct
tisirae antijrens

Tepr 111 - imjury ta producel oy anbisen—antazbely
complexen

Ty TV = deloaved byseneneativity reaction

Al Lmnuoe response awclioted predoninantiy Ly Teb
antilmlica, and charactesimed Ly lesionws rezuliing
Croe 1le relesqe of cratarnine and cother wesonchlve

subttanscs

AnrEal iarsne popctocon to fforgaprn putigon mani=
foeted a8 antivedy production or cellegodiated
jicmuna by
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wlinicul
challonime tests for Lrwnunclomnczl

byreruenartivily

Ao oelems l‘:ffi.ur.t urticariz,
afyslo meuratic :Edn:na}

OoAelcn

'y FAT Y

erytmeme multiforice
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prulein wilh antibody activity, renponmalie £or
hwrorul aspects of immornoly

arsl1noly predomninanlly an secreticno

antiboly presont in enpll amount 1o the blood.
Itm biglogical furction has net yel boeen clearly
defined

antitody of xmportance in immediate bypereensilivity
cilibedies predoninantly in bBload and tissuea

an abnormmal, but noc—imoune reactian to o foreign
gutetance, which is Jdeterminst Uy a particwlys
characterictic of cerfain idividuale {e.g. enzyoe
ub:lum:ﬂli‘.;{}

non-iarmanological ly delerminei alharmal clinical
response 1o o Tarcicr suhgtaboe

specialinel whitn cells which medainte amoane
roactians otk hunoral aad cell coodiales

Lo o oerllo

celis whiach relegsse inflarmalory substantcu [E.;;.
histoumike, ]‘ur;;'_u;-,rlnj in ienediate hypersensitivity
reactions

Iyispheoytsa derdved wolte cails whzun spmileuise
franeel ol ips

latoratary tests wsing radrc—ioandassay 1o doetest
Tt sntabedy to apecific allergens in pationts wiih
tmediate bypersenaitivity

sugpected zllergonu van Lo rmgeeled, applied
eublinmuatly, if:hgled or grven ps e O0in Best
(superficially, 1miradermally or subuutaies )

& conditiun clovely rolated Lo wrticaris in which
ing awellinsn cosur 1m ke sub-aulanecus taAsoes
imstend of an the skie: pain 1z comnon and dtchines

lenr ac

]

pn dinflammetery cenlciion of tue skin which ooy he

cxteouive cr patohy In drstribution, T iie acaie
form 1t is chavacteristisaliy o papilar, blisterirs,
crudative sraption wnlei, 1o ancorparded Ly inlernse
rotingity steitingty geare and gwellinge,  In the <horenee
e, thickenine, drynesn, ereceragm, tonlingT,
puernliutont itchimngr and excoriglzon are the min

feasuren

redness o 1ke teinocite tuw diletion of the blood
Vessels

o cymactrizal ercption ol el paccles, papulen and
olicters, uowally with purpera.  Accompanyd g
wloerpticn off thc nacdus coshrancs is common and
the patient way Le relrile
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“anatte IS lammatory moasboen b yslandioodly

clsrar gtered deupeny orien wota irnteriogs, bul

vt b lingr adue too Lhe pr R T

of the buoly

noriLh o duae to hagemesvhingrenss into b Tioowes whicn
are wisilble throoes: Lae epddermia,  Su0ll (leoa than
!..'r.r.:l murperic lesicns are ceiled petociiae, ami
largar cieE echymoies.  FPorpnre osoors eo o opeawlt of
damage 2o walle of amnall Lleed vessels, which moy L
L en inflammutory o non—irfloncatory type.  Ween
1he purpora if due ta icdlor: Lary Shaigte i hilood
vesarla, the toermn wansculatos ic wzad Lo deweribe

the eryption

gorgivke of osdema f, and o lnorescses eacrelion o
the n-sol cacoca, wilh ilchin: ant obvst:uetion,
Ii way Lo rosowparnicd by domos ot Zaate and opell

transicot, cirotmsaribed swellines (wos?s) mereotirded
tr erythera, associsted with itoning, and of
gunaralined distribataea, Sesllinss prarely losl oore
then rg hours, and osually last enly 3§ bours,
devers! clintepd warielies gare recogaised, Uhronac
urticaria, when there are revurrent epracdes, 1s by
Tar the cormonesl varaely,.
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