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T LIE hued mucosa is an uncommon site of allergic sensitization. In the rc- 
ported cases of allergic stomatitis of the contact type, also known as stoma- 

titis vcnenata, the causative agents havr included chewing gum, tooth pastes, 
and many kinds of lozcngcs, including the medicated throat discs or troches. 
In recent years, troches containing various antibiotics, especially penicillin, haw 
hecn fwquent offenders. As a result, penicillin troches seldom are used at 
present because of their rnarkcd sensitizing potentialities. Troches containing 
other nnt,ihiotics, usually eithw neomycin or bacitracin, are poor sensitizers and 
rarely induce stomatitis. Most of’ tlrc reported reactions hare been mild and 
subacute, or chronic in character. Recently we encountered an instance of an 
acute allergic stomatitis from a commonly used troche which, so far as WC can 
dctcrminr, rxrely induces such an allergic reaction. This forms tlrc basis of the 
present report. 

CASE HISTORY 

The ptient is a woman, 35 years of age, who has I~een under treatment since 1954 
t)ecause of seasonal ant1 perennial allergic rhinitis and asthma, and generalized atopic dcrma- 
titis. She showed marked improvement from allergy treatment, despite her cxtrcme sensi- 
tivit,y to the allergenic extracts used in treatment, which made it necessary to use high 
clilutions of the wtrwts so that they could be administered without aggravating the allergic 
dermatitis. Even the small amount of phc~nol (0.5 per cent), employed as a preservative in 
thv (liluent, swmc~tl to induw a reaction. The patient also seemed intolerant of such drugs 
as amytal and iodillcs. Oral cortisone on two occasions induced anuria. 

At irregular intervals, during a period of several years, the patient had mild to moderate 
attwks of pharyngitis followed or associated with eithrxr laryngitis or bronchitis or Ijoth. In 
tllrs init,ial stages when the pharyngitis was mild shr would take throat lozenges. If it 
lwc~amc more seww, she would then take Achromycin orally. Several kinds of throat lozenges 
WPW taken 1,~ tllc patient, all at thrl sugg&ion of her pharmacist, the ones used most 
frequently w(lrc T~ozillw” At othrr times she took Candett(,s,t as well as varied proprietary 
vantly lozc~ngc~s (Smith Hros. rough tlrops, Pine Hros. honey lozengr,$ etc.) without dificult,p. 
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111 late April, 1961, she again developed pharyngit,is. Hc~~ausc her druggist did not 
ll,ZP~X’n to have any of her usual lozenges in stock, hr suggvstetl that At, try Thnntis 
lozenges.’ She took one upon arising and one 6 hours l:itcll, \\-ithout any notic<sal)le untowart{ 
after-cffwts. The pharyngitis improved temporarily. A ~cack later the pharyngitis rwurwrl 
a,nd she again took it Thantis lozenge. 81~ took only a half tal,lvt and kc~pt it on tlrc int:el 
lrft sid(l of tllc nloutll. Instead of twing improv(n(I, hrr throat, srwnrd *nor, sorr. Shr tllcw 
tOOk :t whole 1ozPngc~ ant1 again put it in tllcl left siclv of the: oral cavity. 1Vithin alwut 15 
minutw, the, whole innc7 sitlc of the mouth felt raw; anal w11w~ shun looked at it i l l thus mirror, 
dir noted minute “I)listc~rs” on thv gums, on the iasidv of tllv oral cavity of lmth siclw oi 
thr mouth, and on the inner sidr of thca tongu’. Hllortly tlrvw;lftc~r, slw felt she was vhcking 
and hat1 diffiwlty in swallowing. She took a tal,lvt of I’yril,c~nzalliin(~, which scvw~t~tl to (‘;I :c 
the choking, Ijut the throat, still felt quite, raw. 

Upon further qurstioning, thus patient StiLtCYl that slw ha:1 newr usd Tllantis prwiously. 
She recalld having hat1 mwthiolatc~ ;tl)plicvl to hw :~l~~lomc~n prwp~~r~tircly in 1956, ant1 
applications of It1(,r(‘uro(‘llronl(: to hrr skin at various tirruss during her child)ood without any 
untoward after-efftvts. 

It, seemed probable from the history and csamination that the condition the 
patient presented was that of allergic stomatitis of the contact, type, probably 
duo to scnsitivit,v to one of the ingredients of the Thantis lozenge. In order to 
investigate this further WC obtained, from the manufacturer, samples of the 
various ingredients of the lozenge for use in a patch-test study. In our request 
for these samples, we asked the manufacturer if an,vonc had reported any 
similar reactions to them. In thcl reply we wcrc told that “Thantis Lozenges 
hare been on the market since 1930 and millions of lozenges have been consumed 
up to the present time. Infrequently, reports have reached us of mouth reactions 
and usually thcsc have been traced to a personal idioqvncras-.” 

They listed the following substances as ingredients of the lozcngc : mero- 
dicein, saligcnin, oil of peppermint, calcium carbonate, menthol, cane sugar, 
corn sugar, stearic acid, and white mineral oil. 

~111 of the abow materials then were used in the concentration present in 
the lozenge for the patch-test study. Thcsc wcrr applied to the skin of the outer 
surfaces of both arms and flexor surfaces of both forearms and covered with 
the patch. A patch test also was done with a small amount of powdered scrap- 
ings from a Thantis lozenge which the patient still had left in the original vial 
from which she had taken the first lo~cngcs. l+rausc of her sensitivity to 

adhesive, Scotch Tape was usctl to covw t tic> materials instead of that usual ad- 

*These are manufacture~l by Hynson, Westcott. & Dunning (Baltimore, Md.) to whom 
we are indebted for supplying the ingredients of the lozenge employed in the patch-test study. 
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hesire patch. The patches were remold at the end of 48 hours and the sites 
inspected for reaction at that tirne and again at intervals up to 5 days. Com- 
pletely negative reactions wcrc obtained to stearic acid, oil of peppermint, cane 
sugar, mineral oil, rncnthol, corn sugar, calcium carbonate, and to the solut,ion 
of merodicein. By contrast, strongly positive reactions were observed at the end 
of 48 hours at the sites of t,lre Thantis lozenge (Fig. 1) and of the solution of 
saligenin (1 gram in 17 cc. water). The reaction in both instances consisted 
of a large erythematous swelling about 2 cm. in diameter with small vesicles 
within the lesion. These rractions gradually subsided and finally disappearrd 
at the end of another week. 

Fig. 1. 

In order to find out whether they might be irritating to the normal skin, 
patch tests wwc done on control patients with solutions of rncrodicein and of 
saligenin, as well as with po\vdrred Thantis loxcnge and mineral oil. None of 
the 20 controls rcactcd to either mineral oil or to saligenin and none of 11 
controls rracted to the pondered Thantis lozenge. One of the 20 controls tested 
with rnerodiccirl show~l a slight positix reaction, the cause of which conld not, 
bc determined. 

us a result of thcsc patch-test studies, it, seemed rather definite& established 
t,lrat the ingwdierrt ol’ the Thantis lozenge responsible for the allergic reaction 
in our patient was saligenin. 
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COMMEST 

Our first inclination upon finding out the ingredients oi’ thr Thantis lozenge 
was to attribute the sensitization to the mcrodicrin brcause it was a rnercwial, 
and mercurial compounds are notoriously potent sensitizers. JVe wcw surprised 
therefore at the result,s of the patch tests which incriminated saligenin as the 
cffending agent. But this was not too surprising since saligenin is a member 
of the “caine ” family of anesthetic agent,s which likcwisc are fairly potent 
sensitizers. Saligcnin, also known as sa 1 icain(l, is prc~parcd t’rom phenol and 
formaldehyde which osidizcs in the body to I’orm salic,vl aldch,vtle and salicylic 
acid. 

OH 

Because of its rather low toxicity, it formerly \vas used in 2 to 4 per cent SO~U- 

tions for local anesthetic purposes. According to Hirschfelder and Bieter,’ it 
ma.x- 1,~ satisfactory for infiltration anesthesia of not too long duration but is 
useless for nerve block and for spinal anesthesia. On the whole it, is much 
inferior to similar agents (such as cocaine, wcaine, procaine, etc.) as a local 
<anesthetic. Weak solutions of saligenin have no effects upon I~LICOUS mcmbrancs 
-however, marked dulling of sensation follows the application 01’ il frc4~l~ 
prcparrd 12 per cent solution to the oral and nasal mwosa. 

Allergy of the contact type due to sensitization to saligcnin is quite un- 
common, judging at least from review ol’ the litcraturc. Brunsting and Bruns- 
t,in$ in 1937 reported a, case of contact allergic dermatitis of the buttocks duv 
to sensitivity to saligenin which had been incorporated int,o thv solution of 
iodo-bismitol with which the patient was bein g treated for ncwrosyphilis. Patch 
trsts were positive to saligenin and negative to all other ingredierlts--fLlrttlCr- 
more, following the elimination of this agent, from the stock solution, the lat,tcr 
was given to the patient subsequently without any rctaction. Except for t,his case 
report, we have been unable to find any other reports of an allergic reaction to 
saligcnin, either affecting the skin or the buccal I~LICOSU. lt is not unlikely that, 
such reactions occur and have not been reported, but. the incidence on the whole 
must be estrcrnel~- low. In view of its c~strcmc rarity, the question of treatment 
srldom arises. The only form of therapy required is strict avoidance of any 
lozenges containing saligenin. Specific desensitization is neither required 110~ 
needed. Treatment of the reaction itself consists in the use of mild alkaline 
mouth washes and the administration of antihistamines orally, especially in the 
early stages. 

HTJMMARY 

A rare instance of acute allergic stomatitis of t,he contact type (stomatitis 
venenata) provoked by a medicated throat lozenge (Thantis) is ‘reported. It 
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